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APPLICANT'S APPEAL BRIEF 

INTRODUCTION 

This is an appeal of the Examiner's final rejection mailed August 24, 1994, of the claims 
pending in the above referenced case. The Board of Patent Appeals and Interferences is 
respectfully requested to consider Appellant's arguments and to reverse the final rejection of the 
claims. 

REAL PARTY IN INTEREST 

The real party in interest who brings this Appeal from the Examiner's decision to the 
Board of Patent Appeals and Interferences is the first named inventor, C. Steven McDaniel Reg. 
No. 33,962, representing himself only. 

RELATED APPEALS AND INTERFERENCES 
There are no related appeals or interferences. 

STATUS OF CLAIMS 
Ciaim-By-Claim Status 

Claims 1-6, 30-33, 37-40 and 71 were cancelled by Preliminary Amendment dated 
August 13, 1992. . Claims 7-29, 34-36, 41-52, 65-66, and 69-70 in the parent case were not 
reasserted in the continuing case. 

Claims 53-64, 67 and 68 are pending in the continuing case presently on appeal. Claims 
53-64 stand rejected. Claims 67 and 68 remain withdrawn by the Examiner's requirement for 
restriction in the Office Action mailed 6 December 1993 (Paper No. 17 of parent application 
serial number 07/928,540). 

Claims on Appeal 

The rejection of claims 53-64 is appealed. 
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STATUS OF AMENDMENTS 
Amendments Filed Subsequent to Fmal Rejection 

No amendments have been requested in the case subsequent to the fmal rejection. 

Status of Amendments 

No amendments have been entered into the case subsequent to the fmal rejection. 

SUMMARY OF INVENTION 

Organophosphorus compounds ("OPs") have been designed which are highly toxic to the 
human nervous system. They are one of the principal categories of nerve gases. They were, 
in fact, the evil seed spawned out of the concentration camps of war, and have horribly killed 
many thousands of innocent people. One need only recall the recent Japanese subway terrorist 
attacks using the OP nerve gas sarin, or Saddam Hussein's threat to use OP nerve agents against 
U.S. troops in Operation Desert Storm and his actual use of these materials against the Kurdish 
rebels, to realize that the threat of these compounds remains real. 

This is to say nothing of the pressing need to rid the United States and other countries 
of the enormous stockpiles of deteriorating OP nerve gases. Perhaps even more importantly, 
it is nothing to say of the growing worldwide concern over the use of OP compounds as 
pesticides in agriculture and in millions of homes, such as parathion, malathion, diazinon, 
dursban, chlorpyrifos and the like.^ 

Prior to the present invention, there were very few means for treating such toxic 
compounds. All such "cures" were almost as toxic and undesirable as was the "illness," 
Concentrated solutions of caustics and incineration, were and still are, the methods used. 



The Board is respectfully requested to review a short (less than 2.0 
minutes) news report broadcast on ABC's World News Tonight (5/9/91) entitled 
"Safety of Lawn Pesticides" (a transcript is provided as Exhibit C) which 
reenforces Appellant's arguments that there is a long-felt and unfulfilled need 
to create alternatives to and methods of treating OP pesticides. A similarly 
supporting news broadcast was run on NBC Today (5/16/91) for which a transcript 
is provided, with relevant pages 26-28 (Exhibit D). 
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However, as the recent U.S. Department of Defense experience illustrate, the populace 
surrounding sites at which caustics or incineration are used to destroy unwanted OP toxins are 
rigid in their resistance to such techniques being used in their communities. Exhibit A. 
Alternatives to incineration and caustic hydrolysis are needed ... the OP nerve gas stockpiles 
continue to dangerously deteriorate ... the threat of chemical warfare is ever with us and OP 
toxic compounds appear to provide third world powers and terrorists with a weapon of fear . 
. . people are exposed everyday in their foods and in their homes to OP pesticides with no 
simple way to ensure that they are protected. 

The present invention provides an alternative. It may not be the cure-all. It may not 
work in every instance. But, it is a viable alternative to the methods presently used which have 
many undesirable characteristics. There is truly long-felt and unfulfilled need for commercial 
products capable of detoxifying OP toxins without resorting to caustic chemicals and 
incineration. Short of the commercial incentive afforded by patent protection, it is not likely that 
the alternatives provided by the present invention will be commercialized. 

Prior to the present invention, it was known that microorganisms could degrade certain 
organophosphorus compounds used as pesticides. It was also known that certain bacteria 
exhibited a particular penchant for doing so. At least certain bacteria appeared to be able to 
attack a wide array of OPs. It was not known if the activity exhibited was fully or partially 
enzymatic in nature, since the OPs were so lipid-soluble. More importantly, it was not known, 
if in fact the degradation of OPs exhibited by the bacteria was enzymatic, or whether there was 
one or a multitude of enzymes responsible for the activity. It was seriously questioned whether 
such enzymes would be capable of breaking down the more recalcitrant of the OPs such as those 
with P-S linkages, including certain OP nerve gases. 

Attempts had been made to isolate the enzyme or enzymes from certain of the bacteria, 
but only crude extracts could be made. The enzyme or enzymes appeared to be intractably 
linked with the cell membrane. Without the ability to get at least small portions of a purified 
enzyme, the Appellants and others struggled with ways to get a handle on the gene. Not the 




least of their problems stemmed from that fact that the bacteria in which the greatest activities 
were found were soil isolates which were not fastidious under laboratory conditions. See, e.g., 
specification at page 5, lines 4-5. Even more problematic was the total lack of selective plate 
assays which could distinguish colonies of bacteria expressing the activities the Appellants 
sought. See, e.g., specification page 4, lines 23-26. 

It was not known where in the bacterial genome the genes encoding these enzymes would 
be found. It was not known whether the enzyme or enzymes could be expressed in another cell 
other than the ones in which they originated. 

It was not known whether the enzyme or enzymes, even if the genes encoding them could 
be isolated and expressed, would exhibit the desired activities. It was suspected that the enzyme 
or enzymes were membrane-bound and might require membrane fragments to even work. There 
was no way to predict if the enzymes when synthesized in heterologous bacteria, would retain 
their activity, especially where the membrane systems were distinct. Even more so, there was 
no way to predict whether the bacterial enzymes would be active in the distinctive environment 
of a eukaryotic cell system. It was not known if such isolated, recombinant enzymes would 
exhibit single or multiple OP activities. It was not known if such recombinant enzymes would 
be capable of attacking the more noxious of the OPs, the OP nerve agents. 

Standard laboratory procedures for isolating the DNA of these soil bacteria were 
unsuccessful and, in particular, the large plasmid DNA of these bacteria turned out to be very 
difficult to isolate in a condition in which it was useful. See, e.g., specification at page 4, lines 
32-34. Even after the inventors developed successful techniques for the isolation of the plasmid 
DNA from these soil microbes, considerable designing of experiments was required in order to 
produce successful expression hook-ups.-- a.fact strengthened in its relevance by the previous 
failure of the inventors as well as several other groups to achieve acceptable levels of expression 
in any but the original strains. 

One of the most difficult of the roadblocks which the inventors had to overcome involved 
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the accurate sequencing of the DNA from these soil bacteria. This procedure proved to be 
exceedingly difficult due to the high ratio of G-C to A-T in these particular bacteria. In fact, 
these bacteria are known to have one of the highest such ratios among all bacterial genera. 

Even more difficult for the inventors was the task of producing enough of the membrane- 
associated enzyme in order to purify and characterize it. See, e.g., specification at page 5, lines 
1-3, and 5-7. Until this was achieved, there was no way by which to verify the actual coding 
sequence for the enzyme and thus no way to accurately design hook-ups which allowed for 
expression in the variety of hosts. See, e.g., specification page 8, lines 28-32. This was 
especially true since this enzyme is most likely cleaved of an N-terminal signal sequence prior 
to insertion into the native host bacterial cell membrane. Thus, only by virtue of the knowledge 
gained in the successful expression of the bacterial enzyme and knowledge of its complete 
sequence were the inventors able to design vectors for the use with a eukaryotic expression 
system. It is noteworthy in this regard to observe that although minor modifications to the 
sequence have been made by the inventors and others since the present patent application was 
filed, there have been no scholarly disagreements concerning the originally identified N-terminal 
sequence of the SQd gene. 

The inventors and other failed in achieving the quantities of enzyme necessary for 
substantial testing or use of the enzyme from the native bacterial sources. See, specification at 
page 8, lines 34-36 through page 10, lines 1-9. High level expression of the enzyme behind 
promoters known in bacteria to produce large amounts of other enzymes did not prove suitable. 
Likewise, there was no way of knowing whether the membrane-associated enzyme from soil 
bacteria would be expressed to any useful degree by eukaryotic host cells. Surprisingly, 
however, manifold levels of enzyme were produced allowing for the purification and 
characterization of the enzyme by specialized eukaryotic cells selected by the inventors which 
had eluded the inventors and others for years. See, e.g., specification at page 10, lines 1 1-19. 

Once the enzyme and the gene encoding the enzyme were capable of being manipulated 
by virtue of the present invention, a wide range of uses became possible. Among these uses are: 
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commercial-scale detoxification of organophosphorus compounds in vitro; detection of 
organophosphorus compounds; protection of susceptible organisms, including humans and 
beneficial insects, from organophosphorus poisoning; detection of organophosphorus-detoxifying 
microorganisms; environmentally-sound pesticide design and controlled detoxification; nerve gas 
detoxification; among others. 

The prior art failures and the present invention successes are particularly noteworthy 
because of the following achievements: (1) a complete, and essentially correct, DNA sequence; 
(2) a determination of the coding sequence and, in particular, the determination of the correct 
start codon and reading frame within the sequence; (3) heterologous expression of the enzyme 
in bacteria at easily detectable levels; (4) heterologous expression of the enzyme in eukaryotic 
cells; (5) isolation of and purification of utilizable quantities of the recombinant enzyme; and, 
(6) use of the knowledge gained by the inventors to design successful hook-ups allowing 
expression and transformation of multi-cellular animals. 

Many had tried to achieve what the Appellants eventually did achieve. But, it was the 
Appellants who, using a novel approach, unexpectedly and surprisingly isolated the gene 
encoding the enzyme of interest in a compact complete genetic fragment without excessive 
superfluous sequence, expressed it in a number of recombinant hosts including eukaryotes, and 
proved that the single enzyme was responsible for not only detoxification of pesticides, but also 
detoxification of nerve gases. 

Reading the rejected claims on the disclosed invention shows that several methods of 
using the recombinant detoxification enzynrie have been disclosed. Claim 53 relates to a method 
for detoxifying an OP which comprises exposing an OP to the recombinant bacterial 
organophosphorus acid anhydrase (OPH). Specification,^ p. 13., .1. 15, et seq, . As noted in the 
specification, detoxification is achieved by causing a hydrolytic reaction to occur across the 
susceptible bond of the OP compound. Specification, p. 13, 1. 20-22. By way of example, the 
detoxification of the OP parathion is described. Specification, p. 13, 1. 22-25. 
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Claim 54 relates to a refinement of the method of claim 54 on which it depends applying 
the method to a matrix comprising the OPH enzyme. Specification, p. 13, 1. 30-34. In this 
embodiment, either the recombinant OPH enzyme or a recombinant cell is attached to a matrix 
allowing the construction of a column over which the OP-containing substance may be passed. 
As noted, when a applied directly to specific situations, the embodiment of claim 54 may be 
used in a filtration scheme as claimed in claim 55 (specification, p. 13, 1. 34 - p. 14, 1. 2) or 
in a gas mask as claimed in claim 56 (specification, p. 14, 1. 2-7). When used in such 
embodiments, the recombinant enzyme or recombinant microorganisms expressing the enzyme 
can be exposed variously to either air (claim 57; specification, p. 14, 1. 7-11) or a fluid (claim 
58; specification, p. 14, 1. 11-16). 

Claim 59 relates to an embodiment in which the recombinant OPH enzyme is used to 
spray onto a locus comprising toxic OP compounds for purposes of detoxifying them. 
Specification, p. 14, 1. 18-31. Claim 60 is an embodiment in which the recombinant OPH 
enzyme is introduced into a contained locus exhibiting OP contamination such as a spent 
commercial-scale pesticide or military nerve gas canister, a military vehicle, a home pesticide 
bottle or can, or even in the contained environment of a human or animal gut following exposure 
to OP poisons. Specification, p. 14, 1. 33 - p. 15, 1. 1-10. Of course, where prevention of 
toxicity is desired, as in the embodiment claimed in claim 64, a locus may be pre-treated with 
the recombinant OPH enzyme or microorganism. 

Claim 61 further refines claim 53 by providing for the gene encoding the OPH enzyme 
to be produced in a transformed microorganism when operably linked to an expression vector. 
Claim 61 recites that the gene of interest will have a particular gene sequence, and that sequence 
is specifically recited in the claim. The sequence is the same as that shown in Figure 1 of the 
specification. (The Board is reminded that this application was filed prior to the sequence 
disclosure rules were put in place). The types of vectors (and promoters) and types of 
microorganisms provided by way of example illustrate the approach taken. Specification, Table 
1, p. 9. The same approach can be seen when, as in claim 63, a transgenic eukaryotic organism 
is used as the expression system. Specification, Table 1, p. 9. 

10 



# 



ISSUES 



I. Etoes the Specification Provide a Reasonable Written Description for Practicing 

the Claimed Invention, and Are the Claims Properly Rejected Therefor? 

n. Is the Disclosure Enabling Only for Claims Limited to The Specifically Disclosed 

Compounds Such as Parathion, Paraoxon, and Methyl Parathion? 

in. Are the Claims Indefinite for Failing to Particularly Point Out and Distinctly 

Claim the Subject Matter Which Appellant Regards as the Invention? 

IV. Are Claims 53, 54, 58, and 59-63 Anticipated by McDaniel et ail 

V. Are Claims 53, 54, 58, and 59-63 Obvious Over McDaniel et ol.l 

VI. Are Claims 53, 54, 58, and 59-63 Anticipated By Harper et all 
vn. Are Claims 53, 54, 58, and 59-63 Obvious Over Harper et all 
Vm. Are Claims 53, 58, and 60 Anticipated By Wild et all 

IX. Are Claims 61-63 Obvious Over Wild et all 

X. Are Claims 53, 54, and 60 Anticipated By McDaniel? 

XI. Are Claims 61-63 Anticipated By McDaniel? 
Xn. Are Claims 61-63 Obvious Over McDaniel? 

Xin. Are Claims 53-54 and 59-64 Obvious Over Munnecke I, Taken With Munnecke 

II, McDaniel et al , and Gottlieb? 

XIV. Are Claims 53-54 and 59-64 Obvious Over Munnecke I Taken With Munnecke 
II, Wild et al, and GotUieb? 

XV. Are Claims 55-57 Obvious Over Munnecke I Taken With Munnecke II, McDaniel 
et al . and Gottlieb, or Obvious Over Munnecke I Taken With Munnecke II, Wild 
et al, and Gottlieb As Applied To Claims 53-54 and 59-64, and Further In View 
of Grot et all 



GROUPING OF CLAIMS 

Claims 53-64 are all properly of a single group. 
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ARGUMENT 

(i) Rejections Under 35 U.S.C. § 112, First Paragraph 

ISSUE I: Does the Specincation Provide a Reasonable Written Description for Practicing 
the Claimed Invention, and Are the Claims Properly Rejected Therefor? 

YES. DISCLOSURE OF THE MOST ACCURATE DNA SEQUENCE 
KNOW TO THE APPELLANTS AT THE TIME OF FILING. WHERE THE 
SEQUENCE DISCLOSED IS INHERENT IN THE FRAGMENT 
SPECIFICALLY DESCRIBED AND FULLY ENABLED. PROVIDES THE 
MOST REASONABLE WRITTEN DESCRIPTION FOR PRACTICING THE 
CLAIMED INVENTION 

A. The Examiner's Objection 

The Examiner has objected to the specification under 35 U.S.C. § 1 12, first paragraph, 
for failing to provide a reasonable written descriptio for practicing the claimed invention. In 
particular, the Examiner has pointed out that the specification recited using P. diminuta and a 
Flavobacterium sp. (ATCC 27551) (the Examiner calls attention to Harper et al. . BX , and 
McDaniel et al. , BY) which the Examiner states set forth DNA sequences coding for o^ where 
the organophosphorus acid anhydrase DNA set forth in Figure 1 of the specification are only 
partially identical. The Examiner takes the position that, from the recited examples in the 
specification, it is not readily apparent that the species of bacteria are any different, that the 
plasmids used are any different, that the isolated DNA that was sequenced was any different, 
or that the functionality encoded by the DNA is any different. Yet, according to the Examiner, 
the sequences recited in the Harper et al. . the McDaniel et al. . the Mulbry et al. . and Figure 1 
of the specification set forth different DNA sequences coding for what is apparently the same 
enzyme. 

The Examiner further notes that the specification recited using the plasmid pCMSl (Fig. 
2 of Harper er^) and sets forth the DNA sequence (Fig. 1). The Examiner argues that this 
is apparently the same plasmid and DNA in the specification and the RESULTS section of the 
McDaniel et al. . reference. The Examiner cites in support of this conclusion thai Fig. 4 of the 
McDaniel reference is identical to Fig. 2 of the present application. 
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In conclusion, the Examiner takes the position that there are apparently at least three 
different references all directed to the apparently identical genetic material where no reference 
indicates a sequence identity for the apparently identical genetic material. Therefore, according 
to the Examiner, a query is raised as to what genetic material is disclosed as having the 
properties of the organophosphorus anhydrase. 

B. A ppellants^ Remarks 

Appellants urge that by following the teaching of the patent application as submitted, one 
of ordinary skill in the art may obtain, without undue experimentation, the PstI fragment 
represented in Figure 1 of the patent specification. As pointed out int eh specification, a source 
of the DNA amenable to the teachings of the present invention is deposited with the ATCC as 
Flavobacterium sp. ATCC No. 27551 (specification p. 7, lines 2-29). Furthermore, in order 
to utilize the fragment in any of the embodiments of the invention, one of skill in the art will 
realize that the most important sequence information provided by the specification in Figure 1 
is the ATG start site identified and verified by the inventors only after considerable effort and 
invention. IT is important to note that no modifications to the sequence which have been 
suggested by the inventors or others modify any portion of the region surrounding the originally 
identified start site which site and immediately surrounding sequence is critical in the preparation 
of proper hook-ups for expression of the gene. For instance, Serdar et al. (Bio/Technology 
7:1151-1155 (1989)) suggests a change in the sequence of Figure 1 of the present application 
at a site no closer than 55 base pairs upstream of the start site identified by the inventors, while 
Mulbry et al. suggests a change at a site no closer than 35 base pairs from the same ATG start 
site. 

Thus, it is submitted that Figure 1 of the present specification complies with 35 U.S.C. 
§ 1 12, first paragraph, by providing a reasonable written description for practicing the claimed 
invention. This is submitted to be the case even if the sequence as shown in Figure 1 of the 
specification is modified to the greatest extent suggested by the inventors and others (a change 
of no more than approximately 2%, at most). 



13 



The Board's attention is also drawn to the relative publication and filing dates of the art 
cited on paragraph spanning pp. 6-7 of the Office Action of May 24, 1991, The McDaniel et 
aL article was published in May 1988. Harper et al. was published in October 1988. The 
present patent application was filed in April 1989. Two subsequent references which discuss 
the sequence of the ogd gene were published after the filing date of the present application and 
do not represent prior art. Mulbry et al. (cited b> the Examiner in this rejection) was published 
in December 1989, while Serdar et al. (cited in the Mulbry et al. reference as "in press") was 
published November 1989. Thus, while they are of interest for the reasons set forth below, the 
later two publications are not properly cited against the present application. 

The Examiner correctly notes that there are differences between the sequences showing 
in McDaniel et al. . Harper, et al. , Mulbry et al. and Figure 1 of the patent specification. The 
Examiner did not have the benefit of reviewing the non-prior art reference Serdar et al. . but 
should he so have reviewed it he would have been differences between this reference and each 
(including Mulbry et al.) of the four sequences noted above, as well. However, Appellants 
submit that to characterize the sequences as only partially identical is a gross misstatement. The 
subsequently published sequences are, by any standard of comparison, overwhelmingly identical 
to the sequence for the opd gene originally discovered by the inventors.^ In order to visualize 
how substantially identical these sequences are, the Appellants have produced a chart (Exhibit 
B), entitled " Comparison of opd Sequence Disclosed in Patent Application to Published 
Sequences ." The Board's attention is directed to the appended Exhibit B for purposes of the 
remaining analysis of this basis for rejection. 

There are a total of 1430 bases which overlap form all of the references noted above. 
The sequence originally obtained by the inventors and which was published in McDaniel et al. 
was corrected at nine (9) positions in the subsequent publication by the inventors (Harper et al. ) 
which correlates to a percentage difference of less than 1.0% (0.63%). The inventors had, by 



This conclusion is acknowledged by Serdar et al. (1989), p. 1153, second 
column, third paragraph: "Most of the sequence was found to be identical with 
that obtained by this study." 
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the time that the patent application was to be filed, corrected the sequence by an additional small 
increment (including corrections of corrections made in the Harper et al. sequence). The 
difference between the Harper et al. sequence and that in Figure 1 of the present application is 
again only incremental (nine [9] base changes). Therefore, the best sequence known to the 
inventors at the time the application was filed is shown in the patent application at Figure 1 and 
only differs incrementally from the sequence originally published by the inventors. 

35 U.S.C. § 1 12 mandates the disclosure of the best mode contemplated by the inventors. 
That the inventors were making every attempt to meet this requirement and in fact did os meet 
this requirement is evident in the disclosure of the sequence in Figure 1 which is an 
improvement over the sequence published in both McDaniel et al. and Harper et al. ^ This is 
made even more evident when comparing subsequently published sequences cited by the 
Examiner. Thus, by comparing the coding sequences between Figure 1 of the present 
application and the "corrected" sequence of Mulbry et al. (which was compared to the Harper 
et al. sequence only), one can readily see that twelve (12) of the alleged differences between the 
Harper et al. sequence and the Mulbry et al. sequence are, in fact, identical in the sequence 
disclosed in Figure 1 of the present application. The remaining differences between the Figure 
1 coding sequence disclosed in the present application and that published by Mulbry et al. 
represent only approximately between 1 .5 %-2. 1 % (17/1 144 or 26/1248 differences, respectfully) 
depending upon which termination signal is correct. Furthermore, even though the Mulbry et 
al, authors cite the in press article of Serdar et al. as disclosing an "identical" ogd gene 
sequence, in fact there are several differences between these sequences as well. 

The reason that this sequence has proven so difficult to accurately obtain is at least in 
part due to the relatively high G+C content of the DNA of the organisms from which this was 
isolated. Thus, there is a 53% (765/1430) G+C content in the PstI fragment sequenced by the 



^It should be noted that: 

There is no statutory basis for reading into the best-mode portion 
a requirement that the mode disclosed be in fact the optimum mode 
for carrying out the invention. In re Bosy, 149 U.S.P.Q. 789 
(C.C.P.A. 1966). 
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inventors and others/ A phenomenon termed "CG compaction" causes considerable difficulty 
in many of the commonly available DNA sequencing techniques giving rise to spurious G's and 
C's. More recently available technology, such as that more recently employed by the inventors 
and others, has improved the ability of the DNA sequencer to overcome problems associated 
with GC compaction and similar anomalies. 

The Board's attention is drawn to the fact that the vast majority of changes between the 
inventor's own investigations (McDaniel et al. and Harper et al.) and Figure 1 of the present 
application as well as those between Figure 1 of the present application and the subsequently 
published sequence of Mulbry et al. are, in fact, differences which add,delete or rearrange G's 
and C's in the sequence. Thus, for instance, of the differences between the sequence in Harper 
et al. of the present application and the analogous sequence from Mulbry et al. involve G's and 
C's. Likewise, virtually all of the differences between the sequence of Figure 1 and the 
sequences disclosed in the inventor's own references involve G's and C's. 

It is Appellants' position that Ex parte Marsili et al , 214 U.S.P.Q. 904 (PTO BD. App. 
1979) is controlling in cases where originally disclosed chemical compounds require subsequent 
modification. It is also Appellants' position that Ex parte Maizel, to the extent it is 
distinguishable over the present case, is illustrative of the decisions and tests previously applied 
by the Board. These two cases will be discussed at length below in order to set the stage for 
Appellants' conclusion that the facts of the present case fall squarely under the Ex pane Marsili 
et al decision and are distinguishable over those of Ex parte MaizeL 

Ex pane Marsili et al. 

In Ex pane Marsili et al, an amendment to an originally-filed, complex chemical 
formula was necessitated when "[fjurther, more refined, analytical investigation showed" a minor 
modification was necessitated from that disclosed in the original patent application. A synthetic 



The fact that this high G+C ratio contributes to the minor discrepancies 
in the published sequences is acknowledgod by Serdar et al. (1989), p. 1154, 
column 1, last two lines. 
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rifamycin (rifamycin-SV type), the compound discovered by iheMarsili appellants, is a highly 
complex antibiotic which "looks" like a purine nucleoside 5 '-triphosphate to bacterial RNA 
polymerase. Exhibit E. The chemical backbone of this compound has many substituents, one 
of which comprises an imidazoline ring. Initially, using less exacting methods, the appellants 
believed that there was a saturated bond in the ring. Later, using the better technology, they 
found that the ring, in fact, contained an unsaturated G-N linkage. This resulted not only in the 
addition of the double bond where none was thought to exist. It also resulted in the necessity 
to remove two hydrogens from the chemical structure and the molecular weight of the 
compound. Relatively speaking, the loss of two hydrogen atoms resulted in an overall small 
change of the total numbers of atoms of a very large chemical compound comprising at least 40 
additional hydrogen atoms, 37 carbon atoms, at least 2 nitrogen atoms, and 11 oxygen atoms 
(molecular weight with 2 additional hydrogen atoms = approximately 700; molecular weight 
without 2 additional hydrogen atoms = approximately 688; 0.3% change in molecular weight) 
(total numbers of atoms with 2 additional hydrogens = approximately 92; total numbers of 
atoms without 2 additional hydrogens = approximately 90; 2.2% change in total numbers of 
atoms). 

The new matter rejection of the Examiner was reversed by the Board. The Board found 
that it was permissible to change the description of a novel isolated chemical since it was not 
necessary to add any characteristics not previously disclosed in the application. The Board 
found this to be distinct from those instances where an original description of a compound was 
insufficient. Relying on In re Nathan, 328 F.2d 1005 (Bd. Pat. App. 1964), the Board found 
that the where the requested change is an inherent characteristic of the claimed compound, that 
such a corrective change is not an addition of new matter to the specification. 

The Board stated it beliefs that: 

No one derives any benefit from an erroneous statement - neither applicants nor 
the public. 

The product, not the formula or name, is the invention. Citing, Petisi et al v. 
Rennhard et qL, 363 F.2d 903 (CCPA 1966). 



17 




The PTO exists to carry out the job assigned it by Congress, pursuant to the 
Constitution (Article I, Section 8), i.e., to issue patents which "promote the 
Progress of Science and useful Arts." To refuse correction of the structural 
formula of Appellants' claimed compounds, . . . , would lead to the absurdity of 
issuing a patent which teaches the public in its specification the wrong scientific 
formula for the new products. Marsili at 906-907. 

Ex parte Maizel 

The First Hearing 

In Ex pane Maizel, the question of correction of a DNA sequence originally disclosed, 
and later found to be incorrect was addressed. 27 U.S.P.Q.2d (PTO Bd. App. 1993). In that 
case, claim 1 (and similar claims) described a recombinant DNA vector which comprised any 
DNA sequence which encoded a protein of a defined range molecular weight, of a particular 
amino acid sequence, and having a BCGF biological activity. The claim language in describing 
the DNA sequence included the phrases "or a biologically functional equivalent thereof or 
"corresponds biologically to. " During prosecution, the appellants advised the Examiner that the 
DNA coding sequence set forth in the specification and drawings was in error. The appellants 
original sequencing of the DNA contained three (3) single base errors. Two (2) of the errors 
involved the necessity of deleting a single base at two different positions. These deletions 
caused the need to alter the predicted amino acid composition of the BCGF dramatically, and 
altered to some degree the predicted size of the protein. The examiner rejected claim 1 and 
similar claims on the ground that the subject matter that appellants wanted to claim was not 
described in the specification as filed, and such rejection was styled by the Board as a "new 
matter" rejection. 

The Board recognized that errors may well arise in the sequencing of DNA and that a 
mechanism for correcting such errors in the Patent and Trademark Office is highly desirable. 
However, the Board declined to recommend a general rule,-stating that the question of whether 
or not a change in the chemical structure of a DNA sequence set forth in the specification is 
permitted depends on the facts of each case and the significance of the modification to both the 
subject matter claimed (i.e., the invention), and the subject matter described in the specification. 
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The appellants in that case urged that the DNA sequence, although erroneous in the 
specification, was full described and enabled because a deposit of bacterial cells bearing the 
plasmid which contained the actual DNA sequence had been deposited with the American Type 
Culture Collection. It was also argued that Ex parte Marsili controlled and that the appellants 
should be allowed to correct the amino acid sequence of the recombinant BCGF because the 
claimed DNA was described adequately (either by the specification, or by the deposit, or by 
both, although it was not clear to the Board which was the basis of the appellants position). 

However, the Board in that case declined to expand the Ex parte Marsili rationale to the 
appellants facts, holding Ex parte Marsili to its facts as follows: 

(1) Marsili involved claims to a complex chemical compound which were appealed 
because the appellant had discovered a minor error in the disclosed chemical structure 
after filing his application; 

(2) the appellant had provided analytical data and literature references to support the 
propriety and scientific desirability of the changes; 

(3) the original description of the compound in the specification included sufficient 
characteristics to distinguish the compound that was actually claimed; and, 

(4) there was no question of the threat of adding new characteristics not previously 
disclosed in the specification, being only a question of error in a structural formula. 

The issue singled out by the Board for these types of cases is whether the description of the 

claimed compound in the original disclosure is adequate to identify and distinguish the claimed 

subject matter. Citing, In re Nathan, 328 F.2d 1005, 140 U.S.P.Q. 601 (C.C.P.A. 1964). 



In distinguishing the facts of In re Maizel, the Board took the position that, unlike the 
facts of In re Marsili: 

(1) the appellants wished to make changes of a major nature and of the type recognized 
by the art as having potentially drastic consequences on the properties of the DNA and 
protein deduced therefrom; 

(2) appellants provided no evidence that the description of the invention set forth in the 
specification included sufficient characteristics to distinguish the invention set forth in the 
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claims; 

(3) that there was little or no description of the DNA sequence of the claims other than 
the biological activity of the protein it codes for, its presence in the plasmids deposited 
in cells with the ATCC, and a rough estimate of the molecular weights of the fragments 
in those plasmids; 

(4) appellants did not purify and sequence the protein produced by the fragments on the 
plasmids as deposited (the plasmids encoded truncated proteins as opposed to the mature 
BCGF); 

(5) appellants described the protein only by its capability to be produced by bacterial cells 
containing the plasmids and by its biological activity; 

(6) appellants admitted that there were numerous molecules known to have BCGF 
activity; 

(7) appellants claims do not describe the DNA directly but, rather, in terms of the protein 
and/or its amino acid sequence; 

(8) appellants description of the protein solely in terms of its biological function and 
approximate molecular weight was insufficient to describe the protein and place 
appellants in possession thereof. 

The Board concluded that at best the appellant's specification described the deposited cell line 
and the plasmid incorporated therein. 

Further concluded the Board, the specification cannot be said to have adequately 
described the protein or the broad subject matter set forth in claim 1 (and others) because the 
amino acid sequence set forth as a descriptive parameter in the original specification was 
erroneously deduced and the protein was not purified and/or isolated. The Board concluded its 
affirmation of this basis of the rejection under § 1 12, first paragraph, stating, "In other words, 
the specification does not 'convey with reasonable clarity to those skilled in the art that, as of 
the filing date . . . [appellants were] ... in possession of the invention,' i.e., 'wharever is now 
claimed^ " Citing, Vas-Cath, Inc, v. Mahurkar, 953 F.2d 1555, 19 U.S.P.Q.2d 1111, 1117 
(Fed.Cir. 1991). 

The Reconsideration Hearing 
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The Maizel appellant requested reconsideration of the Board's decision, and in particular 
that portion of the decision in which the Board affirmed the examiner's rejection of claim 1 (and 
others) under § 112 as being directed to subject matter not described in the specification as filed, 
i.e., the "new matter" rejection. The Board summarized the appellant's arguments as: (1) the 
specification is enabling, especially when including the plasmid in bacterial cells in the ATCC 
deposit; (2) the specification inherently enables the sequence contained on the deposited plasmid; 
and, accordingly (3) satisfies the description requirement for the claimed subject matter. 

The Board was again unpersuaded. The Board distinguished enablement and description 
as required under 35 U.S.C § 112. Quoting the Court of Appeals for the Federal Circuit, the 
Board agreed that: 

... we hereby reaffirm, that 35 U.S.C § 112, first paragraph, requires a 'written 
description of the invention' which is separate and distinct from the enablement 
requirement. The purpose of the 'written description' requirement is broader than 
to merely explain how to 'make and use'; the applicant must also convey with 
reasonable clarity to those skilled in the art that as of the filing date sought, he 
or she was in possession of the invention. The invention is, for purposes of the 
'written description' inquiry, whatever is now claimed (emphasis in Maizel; 
citations omitted in Maizel). 

Next, the Board noted that the invention claimed was not the specific plasmid deposited 
but rather a generic invention directed to DNA which produces either a protein molecule of 
specified amino acid sequence, or a biological equivalent of that protein. The latter requirement 
in the claims was apparently key in the Board's decision to affirm the examiner's rejection. 

The Board addressed the appellant's ATCC deposit. The Board determined that an 
ATCC deposit does not necessarily satisfy the description requirement of § 112. The Board 
analogized an ATCC deposit to that of a cross-reference to an earlier filed patent application for 
the preparation of a starting material. Citing, Ex pane Schmidt- Kasmer, 153 U.S.P.Q. 473 
(PTO Bd. App. 1963). Applying this analogy to the Maizel facts, the Board determined that the 
Maizel deposit did not satisfy the description requirement for either the DNA or the protein 
encoded by that DNA as they were claimed. The Board reached this result because there was 
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no evidence on the record that the skilled artisan having the deposited material would have been 
aware of the BCGF DNA sequence or the BCGF sequence it encoded, nor would they have been 
able to accurately determine the DNA or amino acid sequences without undue experimentation. 
This argument was strengthened according to the Board because the appellant himself was unable 
to accurately sequence the DNA and protein until after the filing date of the application. 

The Board determined that the DNA and protein sequences described in the specification 
were badly misdescribed. Because of this determination, the Board concluded that absent an 
accurate DNA and protein sequences, the description of DNA remaining in the specification had 
to rely strictly on the molecular weight, biological activity and method of preparation (of the 
protein?), and that was insufficient under the facts of Maizel. 

The Board cited the practical guidelines for determining when conception of an invention 

on biological subject matter occurs from Amgen, Inc. v. Chugai Pharmaceutical Co. : 

A gene is a chemical compound, albeit a complex one, and it is well established 
in our law that conception of a chemical compound requires that the inventor be 
able to define it so as to distinguish it from other materials, and to describe how 
to obtain it . . . Conception does not occur unless one has a mental picture of 
the structure of the chemical, or is able to define it by its method of preparation, 
its physical or chemical properties, or whatever characteristics distinguish it. // 
is not sufficient to define it solely by its principal biological property, e.g., 
encoding human erythropoietin, because an alleged conception having no more 
specificity than that is simply a wish to know the identity of any material with 
that biological propeny. (emphasis added in Maizel, 927 F.2d 12(X), 1206, 18 
U,S.P.Q.2d 1016, 1021 (Fed.Cir. 1991)). 

Because, according to the appellant's specification, there were numerous biological molecules 
with the biological property of interest (BCGF-like activity), biological activity per se could not 
be said to be an adequate description of the DNA or protein claimed. Similarly, because there 
were man^ proteins of the same molecular weight as that described in the specification for the 
protein claimed, neither could molecular weight of the protein as disclosed in the specification 
be said to adequately describe the DNA or protein claimed. Absent these characteristics, the 
Board argued that only the method of making the plasmid . remained as a mechanism for 
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adequately describing the DNA. 

Importantly, the Maizel specification did set forth a procedure for preparing the plasmids 
containing a cDNA capable of directing translation of an active protein. But, the Board pointed 
out that the plasmids deposited did not contain full-length inserts of the protein. It was even 
more critical to the Board's decision that out of the 700 clones which contained cDNA inserts, 
only the two resulting in the plasmids deposited coded for the active protein, and each of these 
was of a different molecular weight. The Board concluded that, therefore, even the method of 
making the DNA as detailed in the specification failed to provide an adequate description, 
because there was no guarantee that either of the deposited plasmids would be reproduced by 
following the written description. Because an inaccurate DNA and protein sequences was 
described in the specification, and because the remaining mechanisms for describing the DNA 
could not rely on molecular weight, biological activity, or method of preparation of the DNA, 
the Board found the written description deficient. 

The Board next addressed the scope of the Maizel appellant's claims vis-a-vis the scope 
of the specification description. The claims of Mcuzel were generic and were directed to 
recombinant vectors or cells comprising DNA sequences encoding a specific protein as set forth 
in the figures or "biologically functional equivalents thereof." Importantly, the Maizel claims 
did not describe the DNA by what it was ("an assemblage of nucleotides") but by what encodes 
(a protein). But, the deduced protein sequence was incorrect and misidentified the protein. 
Absent the correctly identified protein sequence, it is not possible to describe "biological 
equivalents thereof even using conservative replacement theories of amino acid substitutions. 

The Board took the position that there is substantial harm done the public when a "badly 
missequenced DNA" is subsequently allowed to issue in a patent, even if it is corrected prior 
to the issuance. This is because, according to the Board, that § 1 12 "new matter" rejections 
play an important role in establishing the filing dates of applications as prima facie evidence of 
invention (constructive, if not actual). Citing, In re Hawkins, 486 F.2d 569, 179 U.S.P.Q. 157 
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(C.C.P.A. 1973), 



The Present Case 

The case before the Board in this Appeal is similar to that in Marsili in almost every 
regard, the most notable exception being that a 1,300 base pair DNA fragment is a more 
complex chemical structure than a 37 carbon-backbone rifamycin molecule: 

(1) Like Marsili y the present case involves claims to a complex chemical compound 
which are appealed because the present Appellants discovered minor errors in the 
disclosed highly complex and problematic chemical structure after filing the application; 

(2) the Appellants have provided analytical data and literature references to support 
the propriety and scientific desirability of the requested changes; 

(3) the original description of the compound in the specification includes sufficient 
characteristics to distinguish the compound that was actually claimed; and, 

(4) there is no threat of adding new characteristics not previously disclosed in the 
specification, being only a question of error in a structural formula. 

The present invention and the requested changes, on the other hand, are distinct from that 
of Maizel in many regards: 

(1) the Appellants are not proposing changes of a major nature and of the type 
recognized by the art as having potentially drastic consequences on the properties of the 
DNA (no protein sequence is claimed); 

(2) Appellants have provided ample evidence that the description of the invention set 
forth in the specification included sufficient characteristics to distinguish the invention 
set forth in the claims; 

(3) there is ample description of the DNA sequence of the claims other than the 
biological activity of the protein it codes for, including not only its presence in a unique 
native plasmid deposited in cells with the ATCC but also it presence in an entirely unique 
compact DNA fragment of that plasmid the uniqueness of which cannot be denied, and 
a precise estimate of the molecular weights of the fragments in that plasmid; 

(4) Appellants did purify and, at least to the extent possible, sequenced portions of 
the protein produced by the fragments on the plasmid as deposited (the plasmid encodes 
a complete, native protein); 
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(5) there is, to the extent known by the Appellants, only one molecule having such 
a organophosphorus acid anhydrase activity, and that is the molecule of the invention; 

(7) Appellants claims directly describe the DNA sequence, and do not do so in terms 
of the protein and/or its amino acid sequence; and, 

(8) the invention claimed is a specific method which utilizes a specific composition 
of matter, and is not a generic invention directed to DNA which produces either a protein 
molecule of specified amino acid sequence, or a biological equivalent of that protein. 

The Claimed Invention 

The present claims are method claims, not composition of matter claims, albeit claiming 
methods of using a composition comprising a specific DNA sequence. There is no protein 
sequence claimed (although a putative amino acid sequence is shown). There are no "biological 
equivalents" of the protein claimed. 



Claims 53 and 61 are indicative of the methods claims, and in relevant part provide: 

53. A method for detoxifying an organophosphorus compound comprising 
exposing said compound to recombinant bacterial organophosphorus acid 
anhydrase. 

61. The method of claim 53 wherein said recombinant bacterial organophosphorus 
acid anhydrase is produced by a transformed microorganism comprising an 
expression vector for producing said anhydrase and wherein said vector has a 
cloned bacterial organophosphorus acid anhydrase gene fragment with the DNA 
coding sequence: 

5' 

CTGCAGCCTGACTCGGCACCAG . . . 

ATG CAA ACG AGA AGG GTT GTG CTC . . . 

met gin thr arg arg val val leu . . . 

. . . GAG GCA TCA CTG TGA 

. . - gin ala ser leu . ... 3'. 

The Description of the DNA 

The methods of the invention only refer to the DNA sequence of recombinant 
organophosphorus acid anhydrase, they do not require a specific amino acid sequence. Even if 
the DNA and deduced protein sequences are incorrect in some minor regard, the description of 
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DNA remaining in the specification as to the size of the DNA fragment encoding the protein, 
the requisite and completely unique biological activity of the protein encoded by the DNA 
fragment, and precise foolproof method of preparing the DNA fragment, is sufficiently in 
contradistinction to the facts of Ex parte Maizel and sufficiently similar to the facts of Ex parte 
Marsili to merit the Board holding that a minor correction in the DNA sequence is allowable. 

Errors in the DNA Sequence Are Minor 
While it is vastly correct in its presently disclosed form, and while it is absolutely correct 
(according to the best of the inventors' own results as well as the results of others) as to the 
critical 5' translational start site, the actual sequence outside of the critical 5' region is most 
likely something slightly different but between that disclosed in Figure 1 of the present 
application and the various sequences cited by the Examiner. In fact, this is precisely the 
current best understanding of the Appellants and results in a composite sequence believed by 
them to be the most correct sequence. It is submitted that the Appellants, in complying with the 
best mode requirements in the originally filed application, provided the sequence believed by 
them to be the most accurate. In only a handful of minor ways, the inventors have since 
modified their originally filed sequence. However, for this reason, the Appellants have proposed 
construction of a substitute Figure 1 which they request they be allowed to substitute for the 
originally field Figure 1. The proposed substitute would make only those conservative changes 
which are a consensus of the presently existing sequence, specifically that shown as the corrected 
sequence in Exhibit B. 

In support of this substitute Figure 1 if allowed, a declaration of the inventors was 
proposed to be submitted as well stating that such substitute does not introduce any substantive 
new matter not the case since the corrected sequence is na inherent characteristic of the ogd gene 
sequence enabled by the current invention. In so doing, Appellants submit that they will remain 
in full compliance with 35 U.S.C. § 112 first paragraph, by providing a reasonable written 
description for practicing the claimed invention. It is, therefore, requested that the Board allow 
the requested substitution informing Appellants' representative how best to achieve such 
substitution and remove this basis for rejection from the case. 
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Precise Characteristics of the DNA Fragment 
The precise size of the DNA fragment is delimited by the PstI restriction sites on either 
side of the coding sequence. That fragment is precisely the 1.3 kb fragment of the native 
plasmid. That native plasmid is resident in the deposited strain and has but one 1 .3 kb fragment. 
All of the other PstI fragments of that plasmid are either substantially larger than or substantially 
smaller than the 1.3 kb fragment encoding the ogd gene. 

The coding sequence for the gene itself practically subsumes the entire 1.3 kb fragment 
length. The start site is no more than about 60 bases from the 5' restriction site, and the stop 
site is little more than 200 bases from the 3' restriction site. As has been pointed out 
previously, there is no disagreement in the filed concerning the originally identified start site, 
the most critical aspect of the DNA sequence for purposes of hooking up the gene for expression 
and use in the methods of the invention presently appealed. 

Unique Biological Activitv of the Protein Encoded in the DNA 
Likewise, there is but one enzyme known which fits the descriptions of the specification. 
As far as is known, even the enzymes from the disparate strains of bacteria have identical 
sequences and identical amino acid compositions, ergo identical activities. There are no 
biologically equivalent enzymes known, nor are any claimed. 

Foolproof Method of Preparing the DNA 
There is a foolproof way to obtain the precise DNA sequence necessary to carry out the 
claimed methods. That mechanism is carefully disclosed in substantial detail beginning with all 
the necessary starting materials and precise guidance at each step of the method in order to 
derive the exact DNA fragment, and therefore the exact DNA sequence necessary to carry out 
the hook-ups and recombinant enzyme expression necessary to obtain the recombinant enzyme 
used by the methods of the claims. 

First, the specification provides at p. 7, 1. 26-36--"The oed gene is isolated first by 
isolating the native plasmid DNA of ... Flavobacterium sp. (ATCC 27551)." A precise method 
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for so doing is thereafter provided. Next, the specification provides at p. 23, 1. 35 - p. 24, 1. 
13. ""The entire DNA from the degradative plasmid was digested with PstI (generating 
fragments of approximately 18,5, 17,3, 5.3, 4.3, 1.7, 1.6, 1.3, and 0,8 kb) and was subcloned 
into pBR322 within that vector's ampicillin gene. Cell free lysates of Ap" clones selected from 
the Tc' transformants of E. coH HBlOl-4442 [are then] tested for activity," 

Unlike the methods of the Maizel inventors which relied on cDNA techniques and ran 
the risk of allelic variations, there is no other result possible than the DNA sequence obtained 
by the present inventors, albeit slightly in error. In other words, the DNA sequence of the 1.3 
kb fragment and the opd gene it encodes are inherent, much like the undisclosed double bond 
in the rifamycin-SV of Marsili. The present application provides a very straightforward, simple 
and foolproof way of obtaining the precise DNA fragment necessary to obtain the expression of 
the recombinant organophosphorus acid anhydrase of the claims. There is but a single result if 
the methods of the invention are used. 

ISSUE n: Is the Disclosure Enabling Only for Claims Limited to The Specifically Disclosed 
Compounds Such as Parathion, Paraoxon, and Methyl Parathion? 

NO. THE SPECIFICATION RECITES NUMEROUS OPs WHICH ARE 
SUSCEPTIBLE TO THE ENZYME. INCLUDING OP NERVE GASES 

The Examiner has apparently overlooked evidence of numerous susceptible OPs in the 
specification. Page 32, line 16 er seq. illustrates this point admirably as shown there is a table 
showing that the enzyme was capable of degrading paraoxon, dursban, parathion, coumaphos, 
diazinon, fensulfothion, methyl parathion, and cyanophos. At page 33, lines 20 er seq., there 
can be seen evidence of the enzyme degrading DFP, sarin, and soman. Moreover, the 
specification is quite clear concerning the substrate specificity of the recombinant enzyme. Page 
31, line 20 ei seq., describes in some detail what types of OPs will be susceptible to the 
anhydrase attack. What makes this enzyme, in fact, so desirable to commercialize is the very 
breadth of range of substrates which it can attack. The specification cannot address each and 
every such substrate. However, it addresses such key substrates as have particular interest due 
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to their toxicity or due to their prevalence of use. 

In short, the specification teaches a large number of examples of substrates representing 
the genus of substrates susceptible to the cleavage by the anhydrase, and teaches generically 
what sorts of OPs will be substrates. Appellants know of no way short of listing each and every 
one of the numerous such substrates of this enzyme to claim the class of substrates other than 
the manner in which it has been done in the claims on appeal. Appellants maintain that the 
breadth of the claims, when read as is proper in conjunction with the specification, is accurate. 

(ii) Rejections Under 35 U.S.C. § 112, Second Paragraph 

ISSUE m: Are the Claims IndeHnite for Failing to Particularly Point Out and Distinctly 
Claim the Subject Matter Which Applicant Regards as the Invention? 

NO, THE CLAIMS RECITE; (1) "EXPOSING" AN OP TO THE ENZYME SINCE 
A VARIETY OF WAYS OF ACHIEVING THE REACTION MAY BE 
ACCOMPLISHED: AND, (2) "ORGANOPHOSPHORUS COMPOUND" IS THE 
BEST KNO\^T>J CHEMICAL TERM TO DESCRIBE THE WIDE RANGE OF OPs 
SUSCEPTIBLE TO DEGRADATION BY THE ENZYME, 

The Examiner has objected to the use of "exposing" in reference to the method of 
detoxifying the OPs using the recombinant enzyme. Appellants utilize this term in order to 
connote the numerous ways in which the specification discloses such detoxifications to occur. 
Other words such as "contacting," "interacting," "reacting," etc. would be equally but no more 
descriptive of these numerous processes. Certain other words such as "mixing," "dissolving," 
"solvating," etc. would be poor choices since these terms may connote a solution or liquid 
matrix which would not account for the instance when air-borne OPs are brought into contact 
with the recombinant enzyme resulting in their detoxification. 

Likewise, the Examiner has objected to the term organophosphorus. Exhibits F-K 
indicate that the Environmental Protection Agency refers to the compounds in a manner 
consistent with that used by the Appellants. These Pesticide Fact Sheers each indicate that the 
chemical family by which the specific OP compounds shown to be susceptible to the recombinant 
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enzyme of the invention are "organophosphates." While it is true that there are molecules which 
contain both carbon (C: "organo") and phosphorus (P; "phosphorus," "phosphate") that are not 
substrates of the enzyme, the best known term to inclusively cover the broad range of 
compounds which are substrates of the enzyme is "organophosphorus." 

(iii) Rejections Under 35 U.S.C. § 102 

ISSUE IV: Are Claims 53, 54, and 58-63 Anticipated by McDaniel et all 
NO. MCDAMEL ET AL, IS NOT PRIOR ART. 

A. The Examiner^s Rejection 

The Examiner has rejected certain of the claims under 35 U.S.C. § 102(a) as being 
anticipated by McDaniel et al. (BY). The Examiner takes the position that McDaniel et al. 
discloses cloning and expression of an ogd gene encoding a phosphotriesterase using the same 
strains, vectors, restriction enzymes and DNA fragment. The Examiner further notes the 
unexplained disparity of the sequences noted previously and concludes that the DNA sequences 
are the same. 

The Examiner also takes the position that this same reference forms the basis for a 
rejection under 35 U.S.C. § 103, This rejection will be treated separately below. 

B. A ppellants^ Remarks 

The Board's attention is again drawn to the relative publication and filing dates of the art 
cited. The McDaniel et al. article was published in May 1988. The present patent application 
was filed in April 1989. 

MPEP 715.01(c) states: 

Where the applicant is one of the co-authors of a publication cited against his 
application, he is not required to file an affidavit or declaration under 37 C.F.R. 
1.131. The publication may be removed as a reference by filing a disclaiming 
affidavit or declaration of the other authors. Ex parte Hirschler, 1 10 U.S.P.Q. 
384. 
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However, a co-author's disclaiming affidavit is apparently not necessarily required. In In re 
Km, 687 F.2d 450,215 U.S.P.Q. 14 (CCPA 1982), the Court held that disclaiming affidavits 
were not necessary. The Court clearly stated that authorship does not give rise to any 
presumption regarding inventorship. The only requirement appears to be a "reasonable showing 
supporting the basis for the applicant's position." 215 U.S.P.Q. at 18. The Examiner, under 
this case law, is not free to speculate about the alternatives in the face of the applicant's own 
sworn satisfactory explanation. See, In re Kusko, 215 U.S.P.Q. 972 (PTO Bd. App. 1981) 
(reaching the same opinion). 

The Declaration of Invention filed in conjunction with the present application is submitted 
by Appellants to be in accord with the present application is submitted by Appellants to be in 
accord with the relevant case law cited above in providing a "sworn satisfactory explanation** 
of the inventorship of the present application.^ The reference McDaniel et al. was co-authored 
by McDaniel, Harper and Wild. The reference Harper et al. was co-authored by Harper, 
McDaniel, Miller and Wild. Co-inventor Raushel was not an author on either of these articles. 
The additional co-authors of both the McDaniel et al. and Harper et al. references were either 
technicians (Harper) or students (Miller) working in conjunction with the inventors in order to 
reduce the inventions of McDaniel, Wild and Raushel to practice. 

It is believed by the Appellants that this further explanation in combination with the 
originally filed sworn Declaration of Inventorship is sufficient to fully overcome the rejection 
under 35 U.S.C. § 102(a) cited against the application in view of cases such as In re Katz. The 
principal inventor who directed the work of both Haiper and Miller (McDaniel), is in fact the 
prosecuting attorney of the case and is the person who signed the statements regarding his 



The relevant portion of the "Declaration sworn to by each of the three 
inventors of the present application and filed therewith in the Patent and 
Trademark Office states: 

I believe I am the original, first and sole inventor (if only one 
name is listed below) or the below named inventors are the original, 
first and joint inventors (if plural names are listed below) of the 
subject matter which is claimed and for which a patent is sought on 
the invention entitled RECOMBINANT ORGANOPHOSPHORUS ACID ANHYDRASE 
AND METHODS OF USE the specification of which is attached hereto. 
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supervision of Harper and Miller in merely reducing to practice his and the other inventors 
inventions. He was, as were all of the other inventors (and, for that matter, Harper and Miller) 
under a common duty to assignee any and all such inventions to the common original assignee 
(Texas A&M University), It is, therefore, maintained by the Appellants that mr. Mcdaniel's 
statement and signature as an inventor and as the prosecuting attorney moots the requirement for 
a separate declaration. However, should the Board so require, a disclaiming affidavit from both 
Harper and Miller will be obtained and submitted. 

ISSUE VI: Are Claims 53, 54, and 58-63 Anticipated By Harper et al.t 
NO, HARPER ET AL, IS NOT PRIOR ART, 

A. The Examiner's Rejection 

The Examiner has rejected certain claims under 35 U.S. C. § 102(a) as being anticipated 
by Harper et al. (BY). Similarly to the rejection stated for McDaniel et al. above, the Examiner 
takes the position that McDaniel et al. discloses cloning and expression of an ogd gene encoding 
a phosphotriesterase where the DNA sequence is the same for diminuta and a Flavobacterium 
sp. (ATCC 27551). The Examiner again notes that the same strains, vectors, restriction enzymes 
and DNA fragment disclosed in the reference are used in the patent application. The Examiner 
again further notes the unexampled disparity of the sequences noted previously and concludes 
that the DNA sequences are the same. 

The Examiner also takes the position that this same reference forms the basis for a 
rejection under 35 U.S.C. § 103. This rejection will be treated separately below. 

B. A ppellants^ Remarks 

The Board's attention is again drawn to the relative publication and filing dates of the art 
cited. Harper et al. was published in October 1988. The present patent application was filed 
in April 1989. 

As noted above, the same arguments apply as an explanation of the authorship and 
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inventorship of the McDaniel et al. and Harper et la. publications. It is believed by the 
Appellants, as argued above, that this statement is sufficient to fully overcome the rejection 
under 35 U.S.C. § 102(a) cited against the application in view of cases such as In re Km. 
However, should the Board so require, a disclaiming affidavit from both Harper and Miller will 
be obtained and submitted. 

ISSUE Vm: Are Claims 53, 58, and 60 Anticipated By Wild et al.l 

NO, WILD ET AL> TEACHES AWAY FROM THE PRESENT 
INVENTION, ITS TEACHINGS WOULD UTTERLY FAIL TO PROVIDE 
THE NECESSARY DNA AND RECOMBINANT PROTEIN, 

The Examiner has rejected certain claims under 35 U.S.C. § 102(b) as being anticipated 

by Wild et al. (AT) or Mulbry et al. (AY). The Examiner takes the position that Wild et al. 

discloses cloning and expression of organophosphorus degrading genes from R diminuta and a 

Flavobacterium and that Mulbry et al. discloses cloning and expression of organophosphorus 

genes from R diminuta and a Flavobacterium (ATCC 27551)using a cloned DNA fragment that 

contained the ogd gene derived from R diminuta . The Examiner additionally takes the position 

that while the DNA sequence is not disclosed in either of the references, that only "routine 

sequencing would have been needed to determine the sequence." 

The Examiner also takes the position that this same reference forms the basis for a 
rejection under 35 U.S.C. § 103. This rejection will be treated separately below. 

B. A ppellants* Remarks 

Wild et ah does not teach the DNA sequence of the opd gene nor does it anticipate 
the difTiculty that the present inventors encountered in obtaining the sequence and 
the initiation codon necessary for subsequent manipulation of the opd gene for 
purposes of the critical expression of the gene. 

The Board's attention is drawn to the fact that the Wild reference does not teach where 
the op)en reading frame occurs within the originally isolated fragment from the soil bacteria. In 
fact, the Wild reference teaches that it is possible to enhance expression of the ogd gene product 
by removing approximately 250 base j)airs of DNA from the 5' flanking sequence of the 
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fragment. To the contrary, the present invention teaches that removal of such a region of DNA 
from the ogd gene-containing fragment eliminates any OPA activity (see, Fig. 2). Thus, if one 
were to follow the teachings of the Wild reference, one would place the initiation site of the ogd 
gene at least 250 base pairs down stream of the PstI site and approximately at least 190 base 
pairs away from the actual initiation site. In fact, were one to make such a construction by 
deleting the first 250 base pairs from the P§tl fragment one would throw away the fragment 
containing the actual initiation site. What the disclosures of the Wild reference reiterates, in 
fact, is the confused state of the art prior to the present invention. 

Thus, while there are some similarities between the elements of the present invention and 
the Wild reference, the critical discoveries which allowed the inventors and others to 
successfully clone, sequence, and express high levels of g^d gene product had to await the 
inventions described in the present application. For these reasons, the Appellants submit that 
the Wild reference is improperly cite by the Examiner as a barring reference under 102(a). It 
is, therefore, requested that this basis of rejection be removed from the case. 

ISSUE X: Are Claims 53, 54, and 60 Anticipated By McDaniel? 

NO. MCDA NIEL TEACHES AWAY IN IMPORTANT REGARDS. 
A. The Examiner^s Rejection 

The Examiner has rejected certain claims under 35 U.S.C. § 102(b) as being anticipated 
by McDaniel (AZ). The Examiner takes the position that the McDaniel reference discloses 
cloning the expression of an qqA gene encoding a phosphotriesterase using the same strains, 
vectors, restriction enzymes and DNA fragment as the present invention disclosure. The 
Examiner in particular notes at least page iii, the tables, page 46, 55-56, 69, figures 17 and 19, 
pages 82, 89-91 and 1 16-120. The Examiner correctly points out that although sequencing was 
performed, there was no disclosure of the sequence in the reference. 

The Examiner also takes the position that this same reference forms the basis for a 
rejection under 35 U.S.C. § 103, This rejection will be treated separately below. 
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B. A ppellants^ Remarks 

The McDaniel reference (AZ) represents a Ph.D. dissertation of one of the inventors. 
It was preliminarily in nature as to the studies which were ultimately to give rise to the 
inventions of the present application. Clear evidence of the preliminary nature of this reference 
is the fact that the DNA sequence of the ogd gene is not disclosed herein although attempts to 
obtain such a sequence were clearly carried out as shown in the reference at the points 
recognized by the Examiner. The inventors were unable at the time of the publication of this 
reference to even provide preliminary sequencing information since the difficulties heretofore 
described prevented them from accurate sequencing. 

Thus, while the McDaniel reference does give an indication of research in progress which 
led to the invention, it clearly does not teach one of skill in the art how to make the invention. 
In fact, the McDaniel reference teaches away from the current invention in important ways. For 
these reasons, Appellants submit that the McDaniel reference does not anticipate the present 
invention and should, therefore, be removed as a basis for rejection of the claims. 

ISSUE XI: Are Claims 61-63 Anticipated By McDaniel? 

NO. MCDA NIEL TEACHES AWAY IN IMPORTANT REGARDS. 
Again, clear evidence of the preliminary nature of this reference is the fact that the DNA 
sequence of the ogd gene is not disclosed herein although attempts to obtain such a sequence 
were clearly carried out as shown in the reference at the points recognized by the Examiner. 
The inventors were unable at the time of the publication of this reference to even provide 
preliminary sequencing information since the difficulties heretofore described prevented them 
from accurate sequencing. The rejected claims each specifically require the recombinant DNA 
sequence of the invention. 



Thus, while the McDaniel reference does give an indication of research in progress which 
led to the invention, it clearly does not teach one of skill in the art how to make the invention. 
In fact, the McDaniel reference teaches away from the current invention in important ways. For 
these reasons, Appellants submit that the McDaniel reference does not anticipate the present 
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invention and should, therefore, be removed as a basis for rejection of the claims. 



(iv) Rejections Under 35 U.S.C. § 103 

ISSUE V: Are Claims 53, 54, 58, and 59-63 Obvious Over McDaniel et al.1 

NO. MCDANIEL ET AL. IS NOT PRIOR ART. PURSUANT TO THF 
ARGUMENTS RAISED ABOVE. 



ISSUE yn: Are Claims 53, 54, 58, and 59-63 Obvious Over Harper et at.'! 

NO. HARPER ET AL. IS NOT PRIOR ART. PURSUANT TO THE ARGUMENTS 
RAISED ABOVE. 



ISSUE IX: Are Claims 61-63 Obvious Over Wild et al.! 

NO. WILDETAL. TEACHES AWAY FROM THE PRESENT INVENTION. ITS 
TEACHINGS WOULD UTTERLY FAIL TO PROVIDE TTHE NECESSARY DNA 
AND RECOMBIN ANT PROTEIN. PURSUANT TO THE ARGUMENTS RAISED 
ABOVE. 



ISSUE XH: Are Claims 61-63 Obvious Over McDaniel? 

NO. MCDANIEL T EACHES AWAY IN IMPORTANT REGARDS. PURSUANT 
TO THE ARGUMENTS RAISED ABOVE. 



ISSUE Xni: Are Claims 53-54 and 59-64 Obvious Over Munnecke I, Taken With 
Munnecke H, McDaniel et al., and Gottlieb? 

NO. MUNNECKE I IS A GENERAL REFERENCE WHICH MERELY ALLIJDF.S 

IQ THE DESIRABILITY OF TREATING PESTICIDES WITH 

MICROORGANISMS. CRUDE NATIVE ENZYMES AND PURIFIED. NOT 
RECOMBINANT P ESTICIDES: MUNNECKE H MERELY SHOWS THF 
. UTILITY OF USING A CR UDE OP DEGRADING ENZYME FROM A MTXFn 
BACTERIAL CULT URE; MCDANIEL ET AL. IS NOT PRIOR ART; GOTTLIEB 
LIKE MUNNECKE I AND II IS A REFERENCE WmCH ALLUDES TO THF 
USE OF NON-REC OMBINANT ENZYMES IN DEGRADATION OF GASEOUS 
OPS: MCDANIEL ET AL. IS NOT PRIOR ART. 

Munnecke I does not refer to any recombinant enzyme. It does not refer to any OP- 
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degrading OP enzyme. The reference is, in fact, merely a very general reference which 
discusses the desirability of using crude extracts of microbial enzymes to detoxify pesticides. 
Munnecke II also fails to recite any teaching of a recombinant enzyme useful in OP degradation. 
This reference merely teaches that a crude OP-degrading activity derived from a mixed bacterial 
culture of unknown constituency may be used to degrade OPs when immobilized in a column 
of resin. Gottlieb, like Munnecke II, merely alludes to the use of immobilized crude enzymes, 
none of which are recombinant, to treat gaseous phase OPs. McDaniel et al. is not prior art, 
for the reasons stated above. 



ISSUE XIV: Are Claims 53-54 and 59-64 Obvious Over Munnecke I Taken With 
Munnecke U, Wild et al., and Gottlieb? 

MUNNECKE I. MTJ NNECKE n. AND GOTTLIEB ARE DISTINCT AND TK) NOT 
TEACH RECOMBI NANT ENZYMES AS ARGUED ABOVE; WILD ET AT / 
TEACHES AWAY F ROM THE PRESENT RECOMBINANT ENZYME FOR THF. 
REASONS STATED ABOVE 



ISSUE XV: Are Claims 55-57 Obvious Over Munnecke I Taken With Munnecke H, 
McDaniel et al., and Gottlieb, or Obvious Over Munnecke I Taken With Munnecke U, 
wad et al., and Gottlieb As Applied To Claims 53-54 and 59-64, and Further In View of 
Grot etal.7 

MUNNECKE I. MUNNECKE H. AND GOTTLIEB ARE DISTINCT AND DO NOT 
TEACH RECOMBI NANT ENZYMES AS ARGUED ABOVE; WILD ET AL. 
TEACHES AWAY FROM THE PRESENT RECOMBINANT ENZYME FOR THF 
REASONS STATED ABOVE: MCDANIEL ET AL. IS NOT PRIOR ART: GROT 
IS A NON-ENZYMATIC METHOD OF PROTECTING AGAINST OP TOXICITY 



Each of Munnecke I, Munnecke II, Gottlieb, and Wild et al. are distinct and do not teach 
the invention alone or in combination for the reasons stated above. McDaniel et al. is not prior 
art for the reasons stated above. 



Grot is a reference which incorporates a highly fluorinated ion exchange polymer bearing 
a sulfonic acid functional group into a protective garment for the purposes of degrading OPs. 
There is no teaching of an enzymatic detoxifying enzyme. Moreover, there is no teaching of 
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a recombinant OP-degrading enzyme. Grot is not, therefore, a reference properly combinable 
or one which if viewed alone, teaches the methods of using a recombinant OP-degrading enzyme 
as that of the invention to detoxify OPs. 

A ppellants' General Remarks 

It is respectfully submitted that the foregoing references, alone or in combination, fail 
to teach or even to suggest any of Appellants' invention, but in particular fail to teach or even 
to suggest the steps necessary to accurately sequence the 0^6 gene, to obtain the necessary 
information to determine the start site of the gene, which knowledge is absolutely necessary in 
order to modify the DNA in a manner to allow commercial scale heterologous expression of the 
OPA enzyme and which knowledge is absolutely necessary to obtain heterologous expression of 
the membrane-associated enzyme from soil bacteria in eukaryotic systems. The proper context 
for determining the issue of obviousness or nonobviousness is the Supreme Court's decision in 
Graham v. John Deere, 383 U.S. 1, 148 U.S.P.Q. 459 (1966) that sets forth the following 
considerations: 

(1) The scope of and content of the prior art; 

(2) The differences between the prior art and the claims at issue; 

(3) The level of ordinary skill the pertinent art; and 

(4) Secondary considerations such as commercial success, long-felt and unresolved 
needs, failures of others, etc. 

See MPEP §§ 706. 

1. Scope and Content of the Prior Art 

a. McDaniel et al. Does Not Qualify As 35 U.S.C, § 103 Prior Art 

The Board's attention is again drawn to the Appellants' arguments above relating to 

-removal of 4his reference as a publication bar to the patentability of the present application. It 

is believed by the Appellants that the arguments above are similarly sufficient to fully overcome 

the rejection under 35 U.S.C. § 103 cited against the application in view of cases such as In re 
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Katz. However, Appellants wish to reiterate that should the Board so require, a disclaiming 
affidavit from both Harper and Miller will be obtained and submitted. 

b. Harper et ah Does Not Qualify as 35 tf.SX. § 103 Prior Art 

The Board's attention is drawn to the arguments addressed in "a." above. It is believed 
by the Appellants, as argued above, that these arguments are sufficient to fully overcome the 
rejection under 35 U.S.C. § 103 cited against the application in view of cases such as In re Katz, 
However, should the Board so require, a disclaiming affidavit from both Harper and Miller will 
be obtained and submitted. 

c. Wild et aK : (1) does not teach the DNA sequence of the ogd gene; (2) does not 
anticipate the difTiculty that the present inventors encountered in obtaining the 
sequence and the initiation codon necessary for subsequent manipulation of the opd 
gene for purposes of the critical expression of the gene; (3) does not teach means for 
overcoming any of the difficulties encountered by the Applicants; and (4) does 
clearly teach away from the present invention. Moreover, there is nothing in Wild 
et aK which suggest the combinations proposed by the Examiner. 

As was pointed out previously, there are at least four published versions of the Q^d gene 

sequence, three of which were carried out by different laboratories using different techniques, 

yet presumably of the identical DNA sequence. Moreover, the sequence disclose din the present 

patent application is yet another version of the same sequence derived with substantial research 

and development by the present inventors. While all of these sequences are substantially the 

same,- the fact that there sis not even to date a fully -agreed~upon sequence "between those 

involved in the research in this field clearly points out the difficulty encountered by the inventors 

in obtaining a sequence for the gene they had isolated. 
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More importantly for the purposes of the present invention however, is the difficulty that 
was encountered in obtaining the translational open reading frame for the opd gene. Unlike 
genes isolated from the bacterium Escherichia coli . the genes isolated from soil bacteria like 
those of the present invention were not well-characterized at the time of the making of the 
present invention. Only a handful of Pseudomonas genes had been isolated at the time of the 
present invention and no Flavobacterium genes had been isolated to the inventors' knowledge. 

Thus, while it was reasonable to presume that the initiation codon would be an ATG 
codon, it was just as reasonable to assume that the initiation codon was GTG (at lest some art 
of which the inventors were aware at the time of the making of the invention indicated GTG was 
a possible initiation codon in bacteria) and, in fact may have been an initiation codon altogether 
novel unlike the classical enteric bacteria. This increased the potential starting sites for the gene 
substantially especially int eh GC-rich DNA of these soil bacteria. The fact that the initiation 
codon most likely included at lest one, and possibly tow, G nucleotide(s) further complicated the 
search for the proper coding sequence of the ogd gene. This was particularly true since the 
inventors knew that they were likely to be at least partially incorrect as to the actual G's and C's 
in the sequence due to the phenomenon of GC compaction discussed above. 

Further difficulty was quickly encountered when the inventors tried to sequence the 
minuscule amounts of partially purified organophosphorus acid anhydrase (OPA) obtained from 
R. sell cells transformed with the heterologous opd gene having failed to do so adequately in the 
sot organisms. The very low activities associated with normal expression techniques as 
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illustrated in the specification at p. 9 are indicative of the problems encountered by the inventors 
and others in obtaining enough purified protein to sequence for purposes of determining the 
actual coding sequence for the 02d gene. Thus, as pointed out in the specification at p. 23, lines 
10-34 and p. 25, lines 8-13, it became necessary for the inventors to use fusion proteins in order 
to overcome the substantial roadblocks they and others had encountered in purifying the 
sequencing the OPA enzyme. Moreover, in order to achieve the substantial purifications of the 
invention, effective amounts of expression of the membrane-associated enzyme had to be 
achieved in a heterologous cell such as coU or in baculovirus-infected insect cells. 

The Board's attention is additionally drawn to the fact that the Wild reference, which was 
s preliminary report in the earliest stages of the inventors' research, does not teach where the 
open reading frame occurs within the originally isolated fragment from the soil bacteria. In fact, 
the Wild reference teaches that it is possible to enhance expression of the qe^ gene product by 
removing approximately 250 base pairs of DNA from the 5' Hanking sequence of the fragment. 
To the contrary, the present invention teaches that removal of such a region of DNA fi-om the 
sed gene-containing fragment eliminates any OPA activity (See, Fig. 2). Thus, if one were to 
follow the teachings of the Wild reference, one would place the initiation site of the figd gene 
at least 250 base pairs down stream of the PstI site and approximately at least 190 base pairs 
away from the actual initiation site. In fact, were one to make such a construction by deleting 
the first 250 base pairs from- the Pstl fragment one would throw away the fragment containing 
the actual initiation site. What the disclosures of the Wild reference reiterates, in fact, its the 
confused state of the art prior to the present invention 
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As noted previously, these type problems were recenUy the focus of concern for the 
CAFC. In Amgen, Inc. v. Chugai Pharmaceutical Co.. Ltd., 927 F.2d 1200 (Fed. Cir. 1991), 
the defendants asserted error in the district court's legal conclusion that in this case the 
inventor's conception occurred simultaneously with reduction to practice. The codefendants 
claim the inventor was the first to conceive a probing strategy of using two sets of fully- 
degenerate cDNA probes of two different regions of the EPO gene to screen a gDNA library. 
Defendants here further claimed that another inventor conceived this strategy in 1981, was 
diligent until he reduced it to practice in May of 1984 and thus should be held to be a § 102(g) 
prior art inventor over Amgen's inventor who reduced the invention to practice in September 



1983. 



The CAFC was presented, therefore, with the question of when exacUy, in the cloning 
and sequencing of a previously unknown DNA sequence whose encoded amino acid sequence 
is also unknown, does reduction to practice occur. The Court held: 

Prior to 1983, the amino acid sequence for EPO was uncertain, 
and in some position the sequence envisioned was incorrect. Thus 
until Fritsch (Chugai's inventor) had a complete mental conception 
of a punfied and isolated DNA sequence encoding EPO and a 
method for its preparation, in which the precise identity of the 
sequence is envisioned, or in terms of other characteristics 
sufficient to distinguish it form other genes, all he had was an 
objective to make an invention which he could not then adequately 
describe or define. 



It is submitted by Appellants here that a similar situation existed in the invention of the 
present application. The amino acid sequence for OPA was entirely unknown prior to the 
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disclosure by Appellants in a journal article less than one year prior to the filing of the present 
invention. Until that item, the location of the gene, the correct gene sequence, the start site and 
the putative amino acid sequence were not only purely speculative but actually incorrectly 
characterized. Thus, until the present inventors had "a complete mental conception of a purified 
and isolated DNA sequence" encoding the correct OPA amino acid sequence, "and a method for 
its preparation, in which the precise identity of the sequence is envisioned, or in terms of other 
characteristics sufficient to distinguish it from other genes," all the present inventors or any 
others had was "an objective to make an invention" which could not then be adequately 
described or defined. 

Thus, while there are some similarities between the elements of the present invention and 
the Wild reference, the critical discoveries which allowed the inventors and others to 
successfully clone, sequence, and express high levels of Qgd gene product had to await the 
inventions described in the present application. For these reasons, the Appellants submit that 
the Wild reference is improperly cited by the Examiner as a barring reference under § 103. It 
is therefore, requested that this basis of rejection be removed from the case. 

e. The McDaniel (AZ) reference does not disclose the ojad gene sequence and, 
^ moreover, teadtes away from the present invention in a number of critical ways. 

The McDaniel reference (AZ) represents a Ph.D. dissertation of one of the inventors. 

It was preliminary in nature as to the studies which were ultimately to give rise to the inventions 

of the present application. Clear evidence of the preliminary nature of this reference is the fact 

that the DNA sequence of the ogd gene is not disclosed herein although attempts to obtain such 
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a sequence were clearly carried out as shown in the reference at the points recognized by the 
Examiner. The inventors were unable at the time of the publication of this reference to even 
provide preliminary sequencing information since the difficulties heretofore described prevented 
them from accurate sequencing. 

Moreover, even the limited sequencing that was carried out resulted in a serious error 
in estimating the initiation site of the opd gene. This is clearly indicated in Table 9 on page 100 
of this reference. Here it can be seen that the ogd gene is said to possess a GTG start site and 
various promoter sequences 5' thereof. In actuality, the bona fide start site is some 18 base pairs 
from the GTG identified in this reference and the 5' promoter regions are vastly different than 
those shown in the Table 9 of this reference (it is to be noted that the largest part of these 
differences are accounted for by the GC compaction problem noted before). Thus, if the skilled 
technician sued the teachings of the McDaniel reference, he would clearly mistake the actual 
start site of the fi^d gene since it teaches away from the ATG site identified through substantial 
effort and inventive approaches to sequencing the DNA and protein as taught by the present 
patent application. 

Furthermpre, the McDaniel reference clearly points out this failure of the inventors at 
the time of the publication of this reference to determine the actual start site of the gene. The 
Board's attention is drawn to p. 98, liens 21-24 and p. 101, lines 1-2 of the McDaniel reference. 
It is made clear here that clarification of the start sites of the ogd gene would require Sl- 
nuclease mapping and/or purification and sequencing of the gene product. It was also made 
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clear that these techniques were unavailable to the inventors as tools since purification of the 
membranae-bound enzyme and the isolation of mRNA had not been feasible. Had, of course, 
the DNA sequence on the start site and open reading frame been available to the inventors at the 
time of publishing this reference, it would most certainly have been included in its entirety and 
fully characterized. It was not since data were preliminary, flawed and internally inconsistent 
at the time. 

The Board's attention is drawn to the important fact that there is no teaching the 
McDaniel reference which definitively shows a molecular weight of the OPA enzyme. Very 
clearly, molecular weight gels were inconclusive as to the weight of the protein (see Fig. 22). 
The approximately 1300 bp fragment isolated in this study potentially could code for a protein 
ranging from 10,000 to 65,000 Da ([1300 bp -r 3 bp/amino acid] x ~ 150 "^Vamino acid = 
65,000 Da). There was no way to determine where, in this range, the OPA fell. The inventors 
at the time of the drafting of this reference postulated the existence of a 31,000 Da protein (as 
shown in Fig. 22 of the reference). However, this could not be confirmed since there were 
other prominent bands ranging from the 65,000 range and down (see e.g. , band at approximately 
26,000 Da) with similar characteristics and representing as likely a candidate protein. 

Thus, while the McDaniel reference does give an indication of research in progress which 
led to the invention, it clearly does not teach one of skill in the art how to make the invention. 
In fact, the McDaniel reference teaches away from the current invention in important ways. For 
these reasons. Appellants submit that the McDaniel reference does not anticipate the present 
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invention. Nor does this reference teach or suggest the combinations proposed by the Examiner 
and should, therefore, be removed as a basis for rejection of the claims. 

The Munnecke I, Munnecke II, Gottlieb, and Grot references do not discuss methods of 
using recombinant enzymes and will not be further addressed here. Instead, Appellants refer 
to their arguments above as to each of these references. 

2. The Differences Between the Claims and the Cited Art 

Claim 53 and those depending from it relates to a method of using a 
recombinant bacterial organophosphorus acid anhydrase 

No reference nor combination of references proposed by the Examiner teaches or 
suggests the requisite inventions of both a substantially purified and isolated bacterial 
organophosphorus acid anhydrase gene and the DNA sequence coding for the enzyme. Only 
with the teaching of the present disclosure is it possible to locate the start signal and open 
reading frame of the opd gene. Without these teachings, one is left with litUe more than has 
been known in the art for years. Without the sequence of the gene disclosed in the present 
invention, and in particular with the inability of the prior art to isolate and purity the OPA 
enzyme, no prior art references alone or in combination teach the skilled artisan the manner of 
locating, isolating or purifying the actual ggd gene. 

Claim 53 and those depending from it relates a recombinant enzyme capable of 
degrading OPs, which recombinant enzyme is encoded in an integral opd gene with 
known start signal and dePmed sequence, contained within a small DNA fragment 
derived from a native plasmid. 

No reference nor combination of references teaches or suggest the requisite knowledge 
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of the start site and the characterized sequence necessary to produce OPA from a recombinant 
vector as claimed. Only by following the teachings of the present invention could one of skill 
in the art have predictably and with relative certainty obtained such requisite information. The 
Board's attention is again drawn to the limitations that existed at the time of the making of the 
present invention, 

(1) Few sequences exited for genes from soil bacteria, in particular, no sequences 
were known for Pseudomonas diminuta or Flavobacterium bacterial genes; 

(2) Thus, there was no way to predict for certain the nature of the start site, 
promoter, internal sequences, terminators and the like for these soil bacteria; 

(3) The DNA of these bacteria was known to have a high GC content and, thus, the 
sequencing was commensurately difficult; 

(4) The difficult in sequencing (GC compaction) caused the inventors numerous 
difficulties since the likelihood that G's and C's were either missing or wrongly 
placed substantially increased the likelihood of incorrect placement of start signals 
containing G^s ("ATG" or "GTG" were the signals known at the time of the 
making of the invention)p; 

(5) Certain of the prior art references clearly taught away from the present invention; 

(6) The prior art references must lead one of skill in the art to make the combinations 
of art, which none of the references do; and, 

(7) Even if the prior art references are property combinable, they do not teach the 
necessary elements of the start site and the gene sequence. 



Claim 53 and those depending from it relate to the expression of ofid in 
microorganisms or eukaryotic cell lines (i.e. "recombinant There is simply no 
teaching or suggestion in the art that indicates heterologous expression would be 
possible at levels necessary to achieve the successful purification of the membrane- 
associated protein OPA. 

The Board's attention is additional drawn to the failure of any prior art reference to teach 
or suggest the combination of the ogd gene with a heterologous promoter for heterologous 
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expression in a host other than the original host. This failure in the prior art is a direct result 
of the lack of knowledge about the start site and sequence provided by the present invention. 
Even where the SEd gene is expressed under the control of its own promoter, the increased 
expression is achieved in a soil bacterium and occurs by control of the copy number of the 
vector. 

Moreover, there is nothing in the art that suggests that a membranae-associated protein 
from soil bacteria could be expressed as an active protein in an eukaryotic cell line. 

Therefore, it is respectfully submitted that no reference alone or in combination teach the 
critical aspects of the present invention. Even if the references are properly combinable as 
proposed by the Examiner, the combinations do not derive the teachings disclosed in the present 
invention. 

3. Level of ordinary Skill in the Art 

The Graham inquiries point to a conclusion of nonobviousness of the present claims 

regardless of the presumed level of ordinary skill in the art. However, absent evidence to the 

contrary, a person or ordinary skill in the art is presumed to be one who essentially follows 

conventional wisdom and does not undertake to innovate. As stated by the Federal Circuit in 

Standard Oil Co. v. American Cyanamid Co., 221 U.S.P.Q. 293, 298 (Fed. Cir. 1985): 

A person of ordinary skill in the art is also presumed to be one 
who thinks along the line of conventional wisdom in the art and is 
not one w ho undertakes to innovate , whether by patient, and often 
expensive, systematic research or by extraordinary insights, it 
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makes no difference which. (Emphasis supplied) 

Appellant submits that one who follows conventional wisdom would not extrapolate the 

subject matter of the present claims from the teachings of the references proposed by the 

examiner. Accordingly, it is submitted that none of the references are combinable in the manner 

supposed by the Examiner. More importantly, there is clearly no motivation in any of these 

references relied upon by the Examiner to make the combinations proposed by the Examiner. 

Specifically, none of the cited references suggest. The requisite start signal and gene sequence 

disclosed only in the present application. As the Patent and Trademark Office Board of Appeals 

stated in the case of Ex Pane Chicago Rawhide Manufacturing Co., 223 U.S.P.Q. 351, 353 

(PTO Bd. App. 1984); 

The prior art must provide a motivation or reason for the worker 
in art, without the benefit of the Appellant's application , to make 
the necessary changes in the referenced device. (Emphasis added) 

In the present case, no motivation is provided by any of the references to produce the 
present invention. Only by hindsight and with the knowledge of the present application could 
one reasonably propose that the cited prior art renders the invention obvious. Furthermore, as 
pointed out on numerous occasions by the Federal Circuit, the use of "hindsight" gleaned from 
the Appellants' specification is an entirely improper means for finding a motivation to combine 
cited references. In re Corkill, 226 U.S.P.Q. 1005, 1008 (CAFC 1985). 

Even if the references are properly combinable, they nevertheless fail to teach or suggest 
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the invention. As pointed out above, none of the references discloses the requisite combination 
of known start site and gene sequence. For the foregoing reasons, it is respectfully submitted 
that the invention as defined by claims currently in the case are patentable over the art. 

4. Secondary Considerations 

As the Court of Appeals for the Federal Circuit has unequivocally stated in Custom 

Accessories, Inc. v. Jeffrey-Allan Industries, Inc., 1 U.S.P.Q.2d 1196 (Fed. Cir. 1986): 

Objective evidence of non-obviousness includes commercial success, long- 
felt but unresolved need, failure of others, and copying. When present, such 
objective evidence must be considered. It can be the most probative evidence of 
non-obviousness in Uie record, and enables the district court to avert the trap of 
hindsight. On the other hand, the absence of objective evidence does not 
preclude a holding of non-obviousness because such evidence is not a requirement 
for patentability. 

These objective criteria are individually addressed below as they each apply to the present 
invention. The Board is respectfully requested to give all such evidence the requisite 
consideration. 

Long-felt But Unresolved Need 

The continuing long-felt and unresolved need in our communities for safe and effective 
means to eliminate and protect against the toxic effects of organophosphorus compounds is well 
known and has continued to be an issue at the forefront of public attention. This continuing and 
unresolved concern was poignanUy and graphically demonstrated in at least two recent television 
broadcasts which are provided for the Board's review. 
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The sensitivity of certain individuals to home pest control application of 
organophosphorus pesticides such as dursban was the topic of a thirteen (13) minute segment of 
NBC Today on May 16, 1991 (Exhibit D). In this documentary (pp. 26-28) Katherine Couric, 
co-host, narrates the story of Mrs, Chris Weidner, an individual who suffers from a sensitivity 
to organophosphorus pesticides such as dursban. The graphic account related in this exhibit 
speaks for itself. 

However, the Board's attention is particularly drawn to the discussion between Dr. 
Marion Moses of The Pesticide Education Center and Warren Stickle of the Chemical Producer's 
and Distributor's Association. Dr. Moses' comments are apparently much more in keeping with 
current EPA evaluations of these toxic compounds than are Mr. Stickle' s. See, e.g.. Exhibits 
F-K which is a collection of "Pesticide Fact Sheets" published by the EPA, which fact sheets 
clearly show the concern which the government has concerning compounds such as ethyl 
parathion, Diazinon, fenitrothion, coumaphos, acephate and malathion. 

Even more alarming was the report (Exhibit C) presented by Peter Jennings on ABC 
Wpld New$ Tonight concerning Diazinon poisonings due to home applications, especially such 
exposures to small children, shown on May 9, 1991. In this documentary, reporter Bill 
Greenwood narrates the tragic Diazinon poisoning of Mr. Tom Latimer, Again, the Board's 
attention is drawn to the tragic consequences of such pesticide poisonings. The Board is 
provided a transcript of this program which is not as descriptive as the video tape itself. If so 
desired, the Appellants can produce the tape for viewing at the Board's convenience. 
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Protection systems for home applications of organophosphorus pesticides are certainly 
of paramount need and, as yet, remain an unresolved problem for modem science. The Board's 
attention is additionally directed to the desire by major producers of these pesticides to develop 
technology to degrade pesticides both at the production level and at the consumer level. The 
Board's attention is drawn to the March 4, 1995 letter to Ms. Ann Levy (whose company 
TECHSOURCE represented Appellants in licensing the present invention) from American 
Cyanamid Co. (Exhibit N) and to the letter of June 5, 1991 to Dr. D, R. Eger (of the same 
firm) from the Ortho Division of the Chevron Chemical Co. (Exhibit L; follow-up letter at 
Exhibit M). These letters both further support the long and unsatisfied need in the commercial 
community for the products and processes of the present invention. 

However, detoxification problems of startling proportions involving organophosphorus 

neurotoxin confront both government and commercial endeavors as well and are not limited to 

home pesticide use. The Board is reminded of the surprising finding by the present inventors 

that the enzyme of the present invention was effective in detoxifying one of the most common 

nerve agents produced by the military. The Board's attention is first drawn to a recent 

newspaper report by Keith Schneider of the New York Times published in the Houston 

Chronicle on Sunday, May 5, 1991 (Exhibit A, p. 12A). It will be noted in that article, that: 

Hampered by flaws in design and operation, the Army's program to incinerate the 
nation's enormous stockpile of chemical weapons is falling years behind schedule, 
experiencing huge cost increases and stirring public protests in six states and the 
South Pacific. ... The project is part of the more than $200 billion the Pentagon 
has proposed to spend in the next 30 to 50 years to prevent the spread of poisons 
and clean up its contaminated bases and munitions factories .... [T]he Army 
has proposed burning all its mustard gas and nerve agents [primarily 
organophosphorus compounds] - 60 million to 70 million pounds of the worid's 
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deadliest chemicals - in nine incinerators. 
As noted in the specification, p. 2, lines 1-5, the U.S. Army Research office provided funding 
for portions of the research involved in the making of this invention. More recently, the 
Department of the Navy has provided similar funding. While incineration has apparently been 
chosen as the most expeditious means of detoxifying these compounds, the Army maintains 
interest in using the enzyme, if they are produced on a commercially feasible scale, to handle 
localized detoxification in spills, cleanups and transfer operations. 

Commercial Success 

Coupled with the clearly existing long-felt and unresolved needs established above is the 
initial proof of commercial success for the pilot-scale products and processes of the present 
invention. As evidence of this initial success, the Board's attention is drawn to the letter 
discussing a contractual agreement between the Chevron Chemical Company and the Assignee 
of the present invention (Exhibit M). 

This Agreement notes that payment of $25,000 for evaluation of the products and process 
of the present invention is anticipated. That this commercial success has been a result of the 
nature and acceptance of the invention rather than from some relatively unrelated fact, such as 
marketing is most clearly indicated by the sophistication of the purchasing party, the Ortho 
Division of the Chevron Chemical Company. Since the market for this product is as yet 
undeveloped, no data can be presented as to market share, growth in market share, replacement 
of earlier products sold by others, or retail dollar amounts. However, the nexus required to 
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exist between the claimed invention and the commercial success is evident. 

Another indicia of the commercial success of the present invention is the apparent interest 
in supporting research and development of the recombinant enzyme by biotechnology companies 
such as Amgen. Cuneyt M. Serdar, the first author of Serdar et al. (1989), began research in 
this area under Douglas M. Munnecke at the University of Oklahoma {see, e.g.. Serdar et al. 
[1982]), completed a PH.D. in this area at the University of Texas at Austin under David T. 
Gibson {see, e.g., Serdar and Gibson [1985]) and apparently was encouraged to continue the 
work after he was hired by Amgen Inc. of Thousand Oaks, CA {see, e.g., Serdar etal. [189]). 
This work was apparenUy carried out by Serdar at Amgen even in the face of all of the prior 
art cited by the Examiner in this Office Action and other prior art made of record in the 
Information Disclosure Statement filed in this case. Since it is very unlikely that a commercially 
successful biotechnology firm such as Amgen would fund research and development of a project 
that held no commercial potential for success, one may infer that at lest Amgen considers the 
development of the recombinant OPA enzyme to have a potential for commercial success. 

Copying 

Copying the claimed invention, rather than one in the public domain, is indicative 
of non-obviousness. Specialty Composites v. Cabot Corp., 6 U.S.P.Q 2d 1601 
(Fed. Cir. 1988). 

The Board's attention is drawn to the clear copying by others of the present invention. 
If the skilled artisan were to follow the teachings of the prior art, he would fail to derive the 
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present invention. For instance, if the skilled artisan were to follow the teachings of either 
Serdar, et al. or Mulbry et al.. he would isolate a very large segment of DNA from the active 
plasmid (in excess of 5 kb). He would then attempt to express this heterologously and fail {see, 
e.g., both references.) He would, therefore, be unable to obtain purified OPA> Lacking the 
purified protein, he would have no way to determine the location of the qsA gene. It is only by 
copying the methods of the represent invention that others were able to produce the sized-down 
DNA figment. In particular, if the skilled artisan were to combine the teachings of McDaniel 
eLaL which incorrectiy showed the position and nature of the start signal, he would fail. Only 
by coping the start signal and sequence disclosed by the present invention were others capable 
of repeating the invention. 

Failure of Others 

The differences between the prior art and the invention defined by the asserted 
claims, the availability of that art to all workers int eh field, tiie failure of 
established competitors in a highly competitive market to make the invention 
despite the incentive to do so, the admittedly non-obvious performance benefits 
realized through the claimed invention, the impressive commercial success of the 
claimed product, tiie praise of indq)endent commentators and the forbearance of 
competitors from inftinging the patent all go to confirm tfie claimed invention was 
not obvious at the time it was made to a person of ordinary skill in the art. S. C. 
Johnson & Son, Inc. v. Carter-Wallace. Inc., 225 U.S.P.Q. 1022 (N.\. 1985). 

Moreover, even the prior art cited by the Examiner shows the failures to achieve the 

present invention by others. The Board's attention has been drawn in arguments made above 

to numerous of these failures. However, in summary, it can be unequivocally stated that no 

other worker in the field, including the inventors themselves, had achieved the present invention 

until it was achieved by the inventors and disclosed in the present application. In fact, others 
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had failed to: 

(1) identify the actual start signal; 

(2) sequence the gene; 

(3) heterologously express sufficient quantities of OPA to allow determination of the 
amino acid sequence; or 

(4) transform eukaryotic cell lines with opd . 

These failures occurred even in the face of readily available prior art to all workers in the field, 
and even in view of the impetus for established competitors in the highly competitive market to 
make the invention. 

From the foregoing remarks, it is submitted that a conclusion of nonobviousness is 
compelled. The Appellant has addressed each of the Examiner's comments in the Office Action 
as they pertain to Section 103 rejections. 

CONCLUSION 

The each of the bases for the Examiner's rejection of the claims on appeal have each 
been addressed. The Appellants maintain that they have invented a novel and unobvious 
recombinant OP-degrading enzyme. They also maintain that they have fully enabled, disclosed 
and taught the methods of using this recombinant enzyme to detoxify OPs. In particular, they 
maintain that they disclosed the best DNA sequence available at the time of fiUng of the 
application, and that although there may be minor modifications necessary in view of 
subsequentiy applied techniques, that the modifications requested were inherent in the molecule 
as was fully disclosed and enabled by the application. Much of Uie principal art cited by the 
Examiner is maintained by the Appellants to be removed by statements of the inventor/attorney 
who directed the work of non-inventor assistants. Other of the art cited is clearly a teaching 
away from the present invention. Even if there was a prima facie obviousness of the invention 
by the combinations proposed by the Examiner, Uie Appellants maintain that it is overcome by 
a sti-ong showing of secondary considerations. Therefore, the Appellants respectfully request the 
Board to reverse tiie Examiner's rejections and issue the present claims. 
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Respectfu lly subm itted, 

C. Steven McDaniel, pro se 
Registration No. 33,962 
(713) 238-8010 

Conley, Rose & Tayon 
P. O. Box 3267 
Houston, Texas 77253-3267 
Tel. (713) 238-8000 
Fax (713) 238-8008 
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APPENDIX 
Claims on Appeal 

A method for detoxifying an organophosphorus compound 
comprising exposing said compound to recombinant bacterial 
organophosphorus acid anhydrase. 

The method of claim 53 wherein said exposure is accomplished 
by passing said compound through a matrix comprising said 
recombinant anhydrase. 

The method of claim 54 wherein said matrix is further 
comprised of a filtration device. 

The method of claim 55 wherein said device is a gas mask. 

The method of claim 53 wherein said organophosphorus compound 
is in air. 

The method of claim 53 wherein said organophosphorus compound 
is in a fluid. 

The method of claim 53 wherein said exposure is accomplished 
by spraying said recombinant anhydrase on a locus comprising 
the organophosphorus compound. 
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60. The method of claim 53 wherein said exposure is accomplished 
by introducing said anhydrase into a container comprising the 
organophosphorus compound . 



61. The method of claim 53 wherein said recombinant bacterial 
organophosphorus acid anhydrase is produced by a transformed 
microorganism comprising an expression vector for producing 
said anhydrase and wherein said vector has a cloned bacterial 
organophosphorus acid anhydrase gene fragment with the DNA 
coding sequence: 
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CTAACCCGGCGCGGTTCTGTGTCACCGACTTGCCGTGCATGACGCCATCTGGATCCTTCCACGCAGCGGCC 
ACTATTCCCCGTCAAGATACCGAACGATGAAGTCGCGCATCGATCGATAGGCATCTTCAATGTGATCAGGG 

CTGCCACCTCCAAAGCCGGTGGCCACCCCTGTCGATAGTCTTGAGGGACGGTAGCGACGACCGTGCTTTTC 

GTGAACTGCAG 
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62. The method of claim 53 wherein said recombinant bacterial 
organophosphorus acid anhydrase is produced by a transformed 
eukaryotic cell line comprising an expression vector for 
producing said anhydrase and wherein said vector has a cloned 
bacterial organophosphorus acid anhydrase gene fragment with 
the DNA coding sequence: 
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gin ala ser leu • 



CTAACCCGGCGCGGTTCTGTGTCACCGACTTGCCGTGCATGACGCCATCTGGATCCTTCCACGCAGCGGCC 

ACTATTCCCCGTCAAGATACCGAACGATGAAGTCGCGCATCGATCGATAGGCATCTTCAATGTGATCAGGG 

CTGCCACCTCCAAAGCCGGTGGCCACCCCTGTCGATAGTCTTGAGGGACGGTAGCGACGACCGTGCTTTTC 
GTGAACTGCAG 

3. 



63. The method of claim 53 wherein said recombinant bacterial 
organophosphorus acid anhydrase is produced by a transformed 
eukaryotic organism comprising an expression vector for 
producing said anhydrase and wherein said vector has a cloned 
bacterial organophosphorus acid anhydrase gene fragment with 
the DNA coding sequence: 

5' 

CTGCAGCCTGACTCGGCACCAGTCGCTGCAAGCAGAGTCGTAAGCAATCGCAAGGGGGCAGC 
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gin ala ser leu 

CTAACCCGGCGCGGTTCTGTGTCACCGACTTGCCGTGCATGACGCCATCTGGATCCTTCCACGCAGCGGCC 
ACTATTCCCCGTCAAGATACCGAACGATGAAGTCGCGCATCGATCGATAGGCATCTTCAATGTGATCAGGG 
CTGCCACCTCCAAAGCCGGTGGCCACCCCTGTCGATAGTCTTGAGGGACGGTAGCGACGACCGTGCTTTTC 
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The Lexington-Blue Grass Army depot in Rich- 
mond, Ky., is one of nine sites proposed by the 
Army for burning mustard gas and nerve agents. 
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The plans have drawn protests from residents 
living near the Kentucky site where thousands of 
rockets are stored. 



under construction at Tooele, and a 
second is nearing final stages of 
design at the army depot near Annis- 
ton. 

But in the six other states, and in 
the island nations of the South Pa- 
cific, the Army's proposal to bum its 
collection of rockets, land mines, 
projectiles and bombs filled with 
chemical warfare agents has caused 
communities to react with disgust 
and horror. 

In one recent protest 1,000 resi- 
dents of Madison County. Ky., 
janmied a school gymnasium to con- 
front Army officials who want to 
build a ?250 million incinerator to 
destroy thousands of rockets that are 
stored at the 15,000-acre Lexington- 
Blue Grass depot 

"It is just hard for us to believe 
lhat this safe little community is 
where chemical weapons will be 
burned," said Faye Lakes, the 48- 
year-old manager of a grocery store 
in Speedwell, on the southeast bound- 
ary of the depot and less than three 
miles downwind from the proposed 
incinerator site. 

Opal Gentry, Faye's 70-year-old 
roother and the store's owner, added: 
"People are going to keep it out 
Mind you. we will." 

When the Army announced more 
tian six years ago that it intended to 
incinerate the rockets, it was seen as 
c threat to a way of life; the reaction 
v.-as so striking that some residents 
said even they were surprised. The 
anger has not lessened at all. 



Councils in Richmond and Berea, 12 
miles south of here, have unani- 
mously passed resolutions urging the 
Army to halt its program. The Madi- 
son County Fiscal Court the county 
governing body, also passed a resolu- 
tion protesting the incinerator, as 
did the faculty of Berea College, the 
student senate at Eastern Kentucky 
University in Richmond and a host of 
other organizations. 

"You ever find anybody who does 
trust their government?" asked Ros- 
coe V. Buckland, an 81-year-old re- 
tired professor of education who 
lives in Berea. **The Army's gotten 
the idea they can just push people 
around out here. You know this is 
Daniel Boone country. People aren't 
going to be pushed around." 

The Army has never been popular 
in Madison County. There is still 
great resentment about the seizure 
in World War 11 of the county's best 
farmland to establish the depot Peo- 
ple became angrier in the 1970s when 
they learned that the military had 
filled 49 of the 901 concrete storage 
bunkers at the depot with obsolete 
M-55 rockets containing chemicals 
so dangerous that a tiny drop on the 
skin or absorbed through the eyes is 
lethal. 

The evidence of potential prob- 
lems is overwhelming, opponents 
say. The Army's own studies re- 
ported problems at the new incinera- 
tor on Johnston AtolL 

At one point the incinerator 
leaked trace amounts of chemicals 



tests, the incinerator failed to func- 
tion 80 percent of the time. Designed 
to incinerate 192 rockets a day, the 
equipment was capable of destroy- 
ing fewer than 50 on the days it 
operated. Conveyor belts melted, the 
incinerator overheated and auto- 
matic equipment broke down. * 

Baronian, the deputy program 
manager, said the Army is spending 
nearly ^ million to change equips 
ment at Johnston Atoll, and that 
subsequent tests have shown better 
performance. ; 

Peter Hille, an instructor at Bered 
College, said central Kentucky resi- 
dents are worried about the release 
of dioxin. furans and other cancerr 
causing chemicals. *There isn't an 
incinerator in the world that has 
performed anywhere close to what 
this one has to, to be safe," he said. 
*There isn't any room for error." i 

Other opponents said they fear 
that once the stockpile was burned; 
that would not be the end of it The 
incinerator would continue to be 
used, they fear, for destroying other 
toxic military wastes or even for 
commercial hazardous waste. 

'They say it will only uke a year 
and a half to bum rockets out there," 
said Katherine Flood, a retired bank 
executive from Richmond "You can 
bet they have other plans for a S250 
million incinpratAr fhpv\-p nniv used 
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RICHMOND, Ky. - Hampered by 
flaws in design and operatioo, the 
Army's program to incinerate the 
nation's enormous stockpile of 
chemical weapons is falling years 
behind schedule, experiencing huge 
cost increases and stirring public 
protests in six states and the South 
Pacific. 

Tasing in equal measures the na- 
tion's technological know-how, the 
Treasury and the public tnist^ the 
Army's Chemical Demilitarization 
Program is one of the most extraor- 
dinarily complex and expensive pro- 
jects the United States has under- 
taken to dispose of the wastes and 
destroy the deadly weapons of the 
Cold War. 

The project is part of the more 
than ^2C0 billion the Pentagon has 
proposed to spend in the next 30 to 50 
years to prevent the spread of poi- 
sons and clean up its contaminate 
bases and munitions factories. 

An even larger project to contain 
radioactive and toxic wastes at nu- 
clear weapons plants is b^g man- 
aged by the Energy Department 
Altogether, the government is spend- 
ing nearly $6 billion this fiscal year 
on military environmental projects. 

Driven by congr^onal oiandates 
and a chemical arms treaty Presi- 
dent Bush signed with President 
Mikhail S. Gorbachev of the Soviet 
Union last June, the Army has pro- 
posed burning all its mustard gas 
and nerve agents — 60 million to 70 
million pounds of the world's deadli- 
est chemicals — in nine incinerators. 

Eight of them are to be built at 
military bases in the United States 
where chemical weapons have been, 
stored for decades. The weapons are 
at Army depots in Anniston, Ala.; 
Pine Bluff, ArL; Pueblo, C0I04 New- 
port, Ind; Richmond, Ky.; Aberdeen, 
Md.; Umatilla, Ore, and Tooele, 
Utah. 

The ninth site is on Johnston Atoll, 
700 miles southwest of Honolulu in 
the South Pacific. An incinerator has 
already been built on the atoll, which 
has been a military test site for more 
than 40 years. 

Most of the chemicals are 30 years 
or older and have become obsolete 
because age has caused the chemi- 
cals to deteriorate and because the 
necessary guns and launching plat- 
forms no longer exist 

Army scientists say incineration is 
more reliable and safer than any 
other technology they have studied. 

ftt Army also says the risk of an 



The Army has proposed tniming Its stockpiles of nerve arxS mustard 
gases In incinerators at nine bases, eight of them in the continental 
United States. Figures shown are the percentage of the total 
stockpile at each base; the ninth, virith 6.6 percent, is on Johnston 
Atol! in the South Pacific. 
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accident during incineration is much 
smaller than if chemical weapons 
were left alone. 

But critics in Kentucky and other 
states say these statements are no 
more accurate than others the Army 
has made about the progranx Sashing 
there are safer and cheaper disposal 
methods, the critics say the Army*s 
own studies have reported problems 
with experimoital incinerators. 

In 1985, Congress passed legisla- 
tion requiring destruction of the 
stockpile by 1^. The directive was 
part of an agreement under which 
Congress allowed the Pentagon to 
produce a new generation of chemi- 
cal weapons, the first built since the 
late 1980s. 

The Army said in 1985 that the 
incineration technology was well 
proven and it estimated the cost of 
the program at $1.7 billion. In 1988, 
after the Army acknowledged trou- 
ble at its experimental incinerator in 
Utah, Congress amended the law and 
extended the deadline until 1997. The 
cost estimate then climbed to $3 
billion. 

Auditors with the General Ac- 
counting Office, an investigative 
arm of Congress, now say the Army 
may not be finished before 2002, the 
deadline in the Soviet treaty. In 
addition, costs have soared to more 
than $4 billion. 

The Army has spent $1.2 billion on 
the program since 1986 and in some 
respects it has blazed new engineer- 
ing and political paths for Pentagon 
environmental orojects. said Charles 



New York Times 

Baronian, the deputy program man- 
ager. 

More than §133 million was used to 
try to prove the technology in a 
sniall incinerator at the Tooele 
Army Depot, 30 miles southwest of 
Salt Lake City. A larger $240 million 
prototype incinerator was con- 
structed on Johnston AtolL 

The Army spent 8162 million build- 
ing a small advanced incinerator 
and safely destroying BZ, a halluci- 
nogen, at the Pine Bluff Arsenal, 30 
miles southeast of Little Rock, Ark. 

Last summer, despite opposition in 
Europe, the United SUtes and the 
South Pacific, the Army spent $53 
million moving more than 400 tons of 
chemical arms from U.S. bases in 
Germany to Johnston Atoll without 
incident 

The Army has also spent more 
than $340 million studying the safety 
of incineration, considering alterna- 
tives, conducting environmental 
studies, holding innumerable public 
hearings and financing community 
groups to review the Arm/s con- 
duct 

"The Army has bent over back- 
wards to be sympathetic to the con- 
cerns of citizens," said Baronian 
from the project's headquarters at 
the Aberdeen Proving Ground. 

In Utah and Alabama, citizens say 
they are satisfied with how the Army 
conducted itself and have responded 
to proposed chemical weapons incin- 
erators with overwhelming support 
Not surprisingly, the Army s first 
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The Lexington-Blue C 
mond, Ky., is one of 
Army for burning mus 

under construction at Tc 
second is nearing fina: 
design at the army depot 
ton. 

But in the six other st: 
the island nations of the 
cific, the Army's proposa. 
collection of rockets, L 
projectiles and bombs 
'i'hemical warfare agents 
communities to react v 
and horror. 

In one recent protest 
dents of Madison Co 
jammed a school gymnas 
front Army officials wr 
build a ^ZbO million inc. 
destroy thousands of rock 
rtored at the 15,000-acre 
Blue Grass depot 

"It is just hard for us 
that this safe little con 
where chemical weapor 
burned," said Faye Lak 
year-old manager of a gr 
in Speedwell, on the souths 
£r>' of the depot and less 
miles downwind from th 
Incinerator site. 

Opal Gentry, Faye's " 
riother and the store's ow 
*' People are going to kt 
Blind you, we will." 

When the Army annou: 
than six years ago that it : 
incinerate the rockets, it v 
2 threat to a way of life; t: 
v^as so striking that som- 
said even they were surr 
anger has not lessened a*: 
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COMPARISON OF opd SEQUENCE DISCLOSED 
IN PATENT APPLICATION SERIAL NO. 07/344,258 
TO PUBLISHED SEQUENCES 



1 = Patent Application 4 = Serdar et al. (1989) 

2 = McDaniel et al. (1988). 5 Mulby & Karns (1989) 

3 = Harper et al. (1988) 6 = Corrected Sequence 



1 CTGCAG---CCTGACTCGGCACCAGTCGCT 30 

2 

3 

4 G T C 

5 

6 



1 
2 
3 
4 
5 
6 



GCAAGCAGAGTCGTAAGCAATCGCAAGGGG 



60 



opd coding Sequence 

1 GCAGCATG'CAAACGAGAAGGGTTGTGCTCA 90 
2 

3 

4 

5 

6 



consensus start codon 



[ )= a blank space means identity (homology) with the sequence in 
the patent application 

I-)" a hyphen means a base is missing in the sequence in which 
hyphen occurs but which base occurs in another sequence 
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1 AGTCTGCGGCCGC-A-G-GAACTCTGCTCG 120 

2 _ G - A - 

3 - G - A - 

4 C G C A G 

5 C G C A G 

6 C G C A G 



1 GCGGCCTGGCT G G GTGCGCGA-CGTGGCTG 150 

2 

3 

4 G 

5 G 

6 G 

1 GATCGATCGGCACAGGCGATCGGATCAATA 180 

2 G C 

3 G C 
4 

5 
6 



1 C-GTGCGCG-TCCTATCACAATCTCTGAAG 210 

2 2 - 

3 - 

4 C G 

5 C G 
6. C G 



ICGGGTTTCACACTGACTCACGAGGACATCT 240 
2 

3 

4 C 

5 C 

6 G/C 



Mulby and Karns (1989) cite in their Fig. 5 that Harper 
et al. (1989) has a "T" at this position. That is incorrect. 
Harper et al. show a "C" at this position. 

[ ]= a blank space means identity (homology) with the sequence in 
the patent application 

a hyphen means a base is missing in the sequence in which 
hyphen occurs but which base occurs in another sequence 
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1 GCGGCAGCTCGGCAGGATTCTTGCGTGCTT 270 

2 C G - 

3 C G - 
4 

5 
6 



1 GGCCAGAGTTCTTCGGTAGCCGCAAAGCTC 300 

2 

3 

4 

5 

6 ?/C 

1 TAGCGGAAAAGGCTGTGAGACGATTGCGC- 330 
2 

3 C 

4 G C 

5 G C 

6 G C 

1 GC CAGAGCGGCTGGCG-GCGTGCGAACG 360 

2 T 

3 T 

4 GC T 

5GC T 

6 GC T ____ 

1 ATTGTCGATGTGTCGACTTTCGATATCGGT 390 
2 

3 

4 

5 

6 



1 CGCGACGTCAGTTTATTGGCCGAGGTTTCG 420 
2 

3 

4 

5 
6 



( J= a blank space means identity (hmtology) with the sequence in 
the patent application 

(-]= a hyphen means a base is missing in the sequence in which 
hyphen occurs but which base occurs in another sequence 
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1 

2 
3 
4 
5 
6 



CGGGCTGCCGACGTTCATATCGTGGCGGCG 450 



1 
2 
3 
4 
5 
6 



ACCGGCTTGTGGTTCGACCCGCCACTTTCG 480 



■1 
2 
3 
4 
5 
6 



ATGCGATTGAGGTATGTAGAGGAACTCACA 510 



A G 
A G 



1 
2 
3 
4 
5 
6 



C-AGTTCTTCCTGCG-TGAGATTCAATATG 540 
T G 
T G 



1 
2 
3 
4 

5 
6 



GCATCGAAG-ACACCGGAATTAGGGCGGGC 570 

T 
T 



1 
2 
3 
4 
5 
6 



ATTATCAAGGTCGCGACCACAGGCAAGGCG 600 



I )« a blank space means identity (homology) with the sequence in 
the patent application 



(-)« a hyphen means a base is missing in the sequence in which 
hyphen occurs but which base occurs in another sequence 
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1 ACCCCCTTTCAGGAGTTAGTGTTAAAGGCG 630 



2 
3 
4 
5 
6 



1 GCCGCCCGGGCCAGCTTGGCCACCGGTGTT 660 



2 
3 
4 
5 
6 



1 CCGGTAACCACTCACACGGCAGCAAGTCAG 690 



2 
3 
4 
5 
6 



1 CGCGATGGTGAGCGAGGCAGGCCGCCATTT 720 



2 
3 
4 
5 
6 



1 TTGAGTCCGAAG-CTTGAGCCG-TCACGGG 750 

2 - - 

3 - - 



Incorrectly left out of Mulbry and Karns as a 
difference in Fig. 5. 



[ ]= a blank space means identity (homology) with the sequence in 
the patent application 

(-]- a hyphen means a base is missing in the sequence in which 
hyphen occurs but which base occurs in another sequence 



4 

5 
6 



G 
G 
G 



C 
C 
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1 TTTGTATTGGTCACAGCGATGATACTGACG 780 

2 

3 

4 

5 

6 



1 ATTTGAGCTATCTCACCGCCCT-GCTG C 810 

2 - 

3 _ 

4 C C G 

5 C C G 

6 C e G 

1 GCGGATACCTCATCGGTCTAGACCACATCC 840 

2 

3 

4 

5 

6 



1 CGCACAGTGCGATTGGTCTAGAAGATAATG 870 

2 

3 

4 

5 

6 



1 CGAGTGCATCACCGCTCCTGGGCATCCGTT 900 

2 

3 

4 G C 

5 G C 

6 G C 

1 CGTGGCAAACACGGGCTCTCTTGATCAAGG 930 
2 

3 

4 

5 

6 



( ]= a blank space means identity (homology) with the sequence in 
the patent application 

(-)" a hyphen means a base is missing in the sequence in which 
hyphen occurs but which base occurs in another sequence 
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1 CGCTCATCGACC A A GGCTACATGAAACAAA 960 

2 

3 

4 

5 

6 



1 TCCTCGTTTCGAATGACTGGCTGTTCGGGT 990 

2 

3 

4 

5 

6 



1 TTTCGAGCTATGTCACCAACATCATGGACG 1020 

2 

3 

4 

5 

6 



1 TGATGGATCGCGTGAACCCCGACGGGATGG 1050 

2 

3 

4 

5 

6 



1 
2 
3 
4 
5 
6 



CCTTCATTCCACTGA*GAGTGATCCCATTC- 



1080 



C 

c 



* stop codon postulated by patent application. 

{ ]= a blank space means identity (homology) with the sequence in 
the patent application 

(-)= a hyphen means a base is missing in the sequence in which 
hyphen occurs but which base occurs in another sequence 
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1 

2 
3 
4 

5 
6 



TACGAGAGAAGGGCGTCCCACAGGAAACGC 1110 



1 TGCCAGGCATCACTGTGACTAACCCGGCGC 1140 

2 G 

3 G 

4 G 

5 G 

6 G 



1 
2 
3 
4 
5 
6 



GGTTCTGTGTCACCGAC-TTGC -CGTGC 1170 



C 
C 
C 



G G G 
G G G 
G ?'? 



1 
2 
3 
4 
5 
6 



ATG*ACGCCATCTGGATCCTTCCACGCAGCG 1200 



G C 
G C 



1 
2 
3 
4 
5 
6 



GCCACTATTCCCCGTCAAGATACCGAACGA 1230 



C G 



Inventors have not re-sequenced the DNA 3 ' of this 
point since it most likely is not included within the open 
reading frame. 

' Stop codon postulated by Mulbry and Karns/Serdar et al. 



( )= a blank space means identity (homology) with the sequence in 
the patent application 



[-)« a hyphen means a base is missing in the sequence in which 
hyphen occurs but which base occurs in another sequence 



Page 8 



1 TGAAGTCGCGCATCGATCGATAGGCATCTT 1260 

2 

3 
4 

5 

6 •> 7 •> "> 



1 CAATGTGATCAGGGCTGCCACCTCCAAAGC 1290 

2 

3 

4 

5 T ' 

6 ? ? 



1 
2 
3 
4 
5 
6 



C G G T G G C C A CCCCTGTCGATAGTCTTGAGG 1320 



1 
2 
3 
4 
5 
6 



GACGGTAGCGACGACCGTGCTTTTCGTGAA 1350 



G C A C 
G C A C 



1 
2 
3 
4 
5 
6 



C T G C A G 1356 



Mulbry and Karns incorrectly show Harper et al. places 
a "C" here. 



( ]<= a blank space means identity (homology) with the sequence in 
the patent application 



(-)s a hyphen means a base is missing in the sequence in which 
hyphen occurs but which base occurs in another sequence 
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EXHiBrrc 

WORLD NEWS TONIGHT 
"SAFETY ON LAWN PESTICIDES" 

9/24/91 

A warning to Congress today about the safety of lawn 
chemicals. More than 70 million home owners use lawn chemicals 
to kill weeds and bugs and a senate subcommittee was told today 
that some of them harm the environment and some of the people who 
use them and their neighbors. Here's ABC's Bill Greenwood. 

Tom Latimer wanted his lawn to be a showcase and hired a 
company that used diazanon, a popular chemical that kills pesky 
bugs and weeds, but the toxic fumes he inhaled while cutting the 
grass almost killed him. Tom is brain damaged and 80% disabled. 
He says his four year old knows something is wrong. 

' * f _^ be able to run or swim or take her to the park. 

: Tom Latimer was one of several witnesses who told senators 
one-third of the most widely used pesticides can cause brain 
damage and cancer among people who are particularly sensitive to 
the chemicals. Toxicologist , Jeanette Sherman, said the 
protection of people should be put ahead of plants. 

To my knowledge nobody has died of weeds. 

Three years ago the Federal Environmental Protection Agency 
began studying the potential danger from 32 widely used lawn 



chemicals but not a single report is near completion, so there i 
no governmental evidence to support a ban. Congress is 
considering a requirement that neighbors be warned before 
chemicjals are sprayed. The Environmental Protection Agency says 
even that idea need to be studied. 

Bill Greenwood, ABC News, Washington. 

That's our report on World News Tonight, I'm Peter Jennings 
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Bryant Gumbel, co-host: 

Good morning. Secretary of State James Baker has completed his talks in the Mideast. 
After a fourth meeting with Israeli Prime Minister Yitzhak Shamir, it appears that 
Baker's attempts to convene a regional peace conference have failed. Israeli and Syrian 
conflicts over procedural questions and the role of the UN would play in any talks 
remain unresolved. Though Baker left Israel talking of progress and further efforts, he*s 
heading home empty-handed today, Thursday, May the 16th, 1991. 

Gumbel: Good morning. And welcome to Today on a Thursday morning. Katie's just 
moving them in and out of here. I come back in and Joe is gone. Where did he go? 

Katherine Couric, co-host: 

We sent him up to do some organic lawn-I-not lawning, I guess gardening. Not 
gardening, though, really. He's taking-what's wrong with you, AI? 

Gumbel: He's going to be helping out in the After Eight. We're going to talk about lawns 
and pesticides. 

Couric: Thank you, Bryant. 

Gumbel: Right. I figured as much. Anyway, Gene Shalit's going to be along, he's in the 
Critic's Corner. We've got some ice cream on tap, our Gadget Guru is here. We've some 
other surprises as well on a busy Thursday morning. Let's get the morning started at the 
news desk. As always, Faith Daniels. 

Faith, good morning. 

2 Faith Daniels, anchor: 

- Good morning, Bryant and Katie. Welcome back. 
Gumbel: Thank you. 
Daniels: Good morning, everyone. 
Faith Daniels, anchor: 

On his fourth try at a formula for peace in the Middle East, Secretary of State Baker 
appears to have come up empty-handed. Once again. Baker is coming home, leaving Israel 
and its Arab neighbors at odds about virtually everything. Martin Fletcher is with us 
now from Tel Aviv. 

Good morning, Martin. 

Martin Fletcher reporting: 

Good morning. Faith. Baker has his work cut out putting a positive spin on this peace 
mission. It ends with no deal of any kind. But both Israel and Syria have appealed to 
Baker to keep trying. 

Four meetings in 24 hours gave rise to some optimism, but in the end the same two 
problems dashed hopes of a surprise breakthrough. 
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James Baker: There remains to be resolved the-the question of the role, if any, of the 
United Nations in--in the process, and the question of the-the extent to which any 
conference might reconvene with the consent of all the parties. Those are the only-those 
are the only two areas, that Tm aware of, of continuing disagreement 

Fletcher: The areas that really divide Israel and Syria, though, literally and politically, 
are the Golan Heights. Israel wants to keep them, Syria wants them back. And, for all of 
Baker*s efforts to narrow down the differences, he says there's more agreement than 
disagreement. In the end there won't be peace between Israel and Syria until both sides 
really want it. 

Baker's next step is to report to President Bush in Washinjgton« and decide whether and 
how to continue his peace mission. The betting here is tSe peace mission will continue, 
but not through such high profile shuttle diplomacy. Faith: 

Daniels: Martin, if not shuttle diplomacy, then what? 

Fletcher: Well, the only real way forward, you know, now could only be through what 
everybody has asked for on»on the left wing in Israel and the right wing here has feared, 
and that's pressure, pressure by America on Israel and also pressure by Russia on Syria, 
because until Israel and Syrian both really want peace, well there just won't be peace. 
Faith: 

Daniels: All right. Thank you, Martin Fletcher. 
Faith Daniels, anchor: 

Sheriff's deputies stormed a Los Angeles city bus early today, and put an end to a 
three-hour standoff. Deputies shot and killed a woman who had opened fire aboard the 
|bus as it passed through Beverly Hills. The woman killed one passenger. About 20 others 
fled from the bus when the first shots were fired. 

Faith Daniels, anchor 

There's a heated dispute over AIDS in the Pacific northwest involving medical personnel 
who are also patients. The story from KING-TV's Brendan McLaughlin. 

Brendan McLaughlin reporting: 

A controversial policy at the University of Washington would bar doctors with AIDS from 
the operating room. It has focused a national debate on AIDS in the medical profession. 

Eric Larson (University Of Washington Medical Center): If you arc doing a procedure, an 
invasive procedure that might result in the spread of the virus to a patient and you're 
infected, you shouldn't be doing it. 

McLaughlin: And, under this provision, can't be doing it? 
Larson: Right. 

McLaughlin: An invasive procedure is one where bodily fluids can get into the eye or an 
open wound. Surgeons are already trained to regard all blood as a toxic substance, but 
even so, the chances of transmitting the AIDS virus can be as low as one in a million. 
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Nancy Campbell (Northwest AIDS Foundation): The concern is where does this stop? 

McLaughlin: Aids advocacy groups are suspicious of what they see as another attempt to 
limit the rights of the HIV-positive. 

Campbell: Why don't we look at the risk that you run from having a doctor who's 
impaired on some level? Perhaps has an alcohol problem or a drug problem. There's a 
whole list of areas that we've never looked at. Why do we singularly now look at HIV? 

McLaughlin: Under the policy, medical students would be forced out of programs that 
involve surgery. 

Larson: It would not make sense to train somebody to do something that eventually they 
would not be allowed to do by the policy we have. 

McLaughlin: University health officials believe the policy is fair and legal because AIDS 
testing under the rules would be voluntary. Brendan McLaughlin for NBC News, Seattle. 

Faith Daniels, anchor: 

President Bush wants to give China another year of most favored nation trade status. But 
he may have to make a deal with Congress. Capitol Hill critics point to China's human 
rights problems and its selling of weapons in the Middle East. The White House indicates 
it might put conditions on a new trade agreement tying it to reforms on politics and 
trade. 

Faith Daniels, anchor: 

^On the foreign financial markets today, stock prices lost ground in Tokyo for the fifth 
-.day in a row. In London, trading opened with a small gain. 

Faith Daniels, anchor: 

The common market countries are flexing their economic muscles in the name of public 
health. They're considering a ban on cigarette advertising covering all 12 member 
nations. More from Today foreign editor, Dennis Murphy. 

Dennis Murphy reporting: 

The Marlboro Man may be about to lose his Formula One car. Billboards advertising 
cigarettes would be plastered over. By 1993, if the European Commission has its way, 
smokers will only know about competitive brands by word of mouth. Or maybe smoke 
signals. 

Unidentified Woman #1: I remember being very influenced by, for instance, Benson and 
Hedges advertising when it was in the cinema. They were fantastic adverts. They were 
beautiful. It's just a pity they were for smoking. 

Unidentified Man #1: If you're influencing people to smoke» you're basically influencing 
them to kill themselves. 

Murphy: DC officials estimate 440,000 Europeans die every year as a rie^ult of smoking. 
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David Pollock (Smoking Opponent): Wc will commit wholeheartedly, as does the whole of 
the health community in Great Britain. And it really puts the government on the spot to 
show whose side they are on. 

Murphy: British and German commissioners voted against the EC proposal, and it is by 
no means certain the ban will pass all the legislative obstacles and become European law. 
Europe^s cigarette manufacturers cut through the smoke and fire with a statement that 
the advertising ban is, quote, 'At odds with market realities.' Dennis Murphy, NBC News, 
London. 

Faith Daniels, anchor: 

And in sports, in Stanley Cup action, Minnesota beat Pittsburgh S-4 to take a one game to 
none lead. Game two is tomorrow night. 

It's 7:07. 

Bryant Gumbel, co-host: 

All right. Faith, thanks so very much. 

Time to-you didn't give the basketball scores, either. Pistons beat the Celtics, also. 
Daniels: Well, Pitts... 
Gumbel: Three-two lead in that series. 
Daniels: ...Pittsburgh's not in it. 
i Gumbel: Oh, I see. 

Willard Scott been away for, what, a couple of days? 
Al Roker reporting: 
Couple of days. 

Gumbel: Sorry. I've been— Pve been sleeping in. 
Roker: You've been away. 
Katherine Couric, co-host: 
You've been out of it. 

Gumbel: Well, you even asked yesterday, and June called. 
Couric: Right. 
Gumbel: Said I was». 

Couric: Right. You were sleeping, in fact. 
Gumbel: Yeah, I was— was sleeping. 
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Roker: She woke you up to tell you that we were talking about you. 
Gumbel: No, missed that part of it. 
How are you, my friend? 

Couric: Al says that I didn't come up with- that I didnH-I can't talk today. That I 
haven't invented a new word, that there's no such word as lawning. 

Gumbel: Oh, is lawning... 

Couric: It's lawn care. 

Roker: Well, it's a new sport. It's a sport. 

Gumbel: Lawning? 

Roker: They—they play it in Iceland. 

Gumbel: Can you not use the— can you not-verb—put it in verb form? 
Couric: I don't think so, Bryant. 

Roker: We're going to go lawning. Hee-hey, let's go! Ooop, three points for crabgrass! 
Ho-ho! 

Let's take a look right now what's going on out there today. (Weather follows.) 
That's the latest at 7:09. Now here's Bryant. 
Gumbel: All right, Al, thanks very much. 
Bryant Gumbel, co-host: 

On Close Up this morning, education. Later this morning in Washington entrepreneur 
Chris Whittle plans to detail an idea that has some educators nervous. The man who put 
commercials in the classroom with his Channel One news service will announce plans for 
200 private for-profit schools across the country that he says will change the way 
American children learn. He's at our NBC News bureau in Washington this morning to 
explain that to us. 

Chris Whittle, good morning. 

Chris Whittle (Whittle Communications): Good morning, Bryant. 

Gumbel: No one disputes the idea of the need for a better mousetrap, but, in educational 
sense, how are your schools going to be different? 

Whittle: I think if you went to one of these schools in four years when we plan to open 
them that you wouldn't recognize them, compared to a typical American school today. 
And they'll be as different as a light bulb is to a candle. Anywhere from how they're 
organized to the way subjects are taught to how the school is managed, we plan to 
literally take apart the old school and put it back together using both old and new parts. 
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Gumbel: Your-your plans right now, and correct me if Vm wrong, call for an outlay of 
somewhere between two-and-S3 billion. Is it your plan to get outside corporate funding 
for that? 

Whittle: Our plan is is that we will have to raise capital from a variety of large 
companies around the United States, yes. 

Gumbel: And what do you promise corporations in return for their investment? 

Whittle: Basically, they have become investors in the business and they would receive 
dividends, just like you do at any particular company. 

Gumbel: Do they become advertisers to the school children beyond the regular Channel 
One news service that you envision? 

Whittle: Not at all, meaning we-we are not planning to fund this through advertising. 
Gumbel: So, we--we wouldn't see McDonald's signs down the halls and advertisements? 
Whittle: That's not the plan. No. 

Gumbel: No Exxon ads in the--in the textbooks, things like that, that the educators are 
worried about? 

Whittle: Right. 

Gumbel: Let me ask you a little bit about this. I mean, if-if these are run for profit, 
^ would that be the primary motive, and wouldn't education suffer if that were true? 

'Whittle: The primary motive is not profit. The primary motive here is to bring a new 
; model school to the United States. And-and we think that private industry is in a 
position, because it doesn't have to operate with all of the-the terrible restrictions that 
most schools in this country are burdened with, to really start over in a way that we need 
to in this country. We think a lot of public educators are-are trying very hard to do that, 
but they are burdened by laws and regulations, and a private company really is free to 
act boldly, and we think we need that in education. 

Gumbel: Yeah. You're-you're talking of--of-if new American schools, that's the same 
terminology that I'm sure you know the president has used as he talks about the-the new 
500-plus schools that he would like the federal government to fund. In any way, do you 
see yours being in competition with his? 

Whittle: I think the essence of the Bush plan, which we arc big supporters of, is that they 
want competition in education. And they want many different people striving for 
different solutions to this problem. And so, we--we're a big supporter of it, and in some 
ways we'll be in competition, but we think that's good. 

Gumbel: May I assume that you have already talked this through this with your fellow 
Tennesseean, Lamar Alexander, who is now secretary of education, and who sat on your 
board at Whittle Communications? 

Whittle: We did brief the Department of Education, as we did 15 other education groups 
here in Washington in the last three days, but not Mr. Alexander. 
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Gumbel: Not Mr. Alexander? You don't know his sentiments about this one way or the 
other at this point? 

Whittle: I don't, no, 

Gumbel: You--you're planning a tuition, what, somewhere in the four-to-$5,000 range? 

Whittle: Our plan is, is we*ve got to make a school work for the same amount of money 
that the public education system makes a school work. And the reason is, one of our key 
objectives here is to provide a model that public schools can copy if they choose. And if 
we come up with an expensive, elitist model, there's no way that a public school can 
follow that example. 

Gumbel: So who will get to attend these schools? 

Whittle: That's another interesting difference between us and most private schools. We 
will have no entrance requirements for students. We will randomly select them just as 
public schools have to accept all comers. Some will say, *Well, yes, but they have to pay,' 
and we recognize that, and that's why 20 percent of the students in our schools are going 
to be on full scholarship. And we have to build that into our cost plan. 

Gumbel: I ask this as a final note, Mr. Whittle, and please don't assume anything by it, I 
mean we»we assume you are a very good American who's interested in education, as we 
all are, but you are, first and foremost, a businessman. What's in this for Chris Whittle? 

Whittle: The most important thing that's in this for Chris Whittle is I think this is a 
wonderful thing for me to do with the next 20 years of my life. And I think it will 

.change it, I think, in many ways. I've been trained to do it. And I feel lucky that the 

^opportunity to do it is there. 

i Gumbel: We will keep an eye open. Chris Whittle, thank you. 
Whittle: Thanks. 
Gumbel: Take care. Good luck. 
Whittle: 'Bye. 

Gumbel: Seven-fourteen. We're back in a moment. This is Today on NBC. 
Katherine Couric, co-host: 

The nation's crack epidemic is six years old. And among those paying the heaviest price 
are the children of crack-addicted mothers. But a new Senate Judiciary report out today 
shows that school systems across the country are starting to pay the price, too. NBC's Lisa 
Myers reports. 

Lisa Myers reporting: 

The report finds that special education programs around the country are being flooded 
with three to five year olds in need of help. The increases are largest where the crack 
epidemic has been worst. In New York City, the numl>er of pre-schoolers enrolled in 
special education jumped 25 percent this year. 
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Theodora Dc Soyza (Learning Center Director): Five years ago we had two children. 
Today we have 19 children whose parents were, that we know of, were on drugs. 

Myers: In Los Angeles, pre-school special ed enrollments have doubled since 1986, partly 
because of crack. That has further strained school budgets at a time of shrinking state 
and federal aid. 

Dr. Phillip Callison (Los Angeles Public Schools): Right now, it*s probably several 
million of dollars a year. Over the long run it will be equivalent of S2S million a year of 
today's money. 

Myers: But most say it*s money well spent. About half of drug-exposed children who 
attend special classes at LA's Salvin school are able to successfully join regular 
kindergarten or first grade classes. In most cities, drug-exposed children are put in 
regular classes, getting little or no extra help. 

Callison: What worries me the most is that the regular classroom teachers are not 
prepared to deal with these students. 

Myers: Even with a little special training, this first grade teacher in Tampa struggled to 
cope with a drug-exposed child in her class. 

Unidentified Woman: She will be hostile to class mates. Her attention span is extremely 
short. 

Myers: Experts say the problem will get worse. One study warns that in a few years 
drug-exposed children may comprise as many as 60 percent of students in some inner city 
, ^classes. For Today, Lisa Myers, NBC News, Washington. 

{C^uric: Nancy Hamilton is deputy director of children's services for Operation PAR. 
tThat stands for Parental Awareness and Responsibility, a drug intervention program in 
Saint Petersburg, Florida. This morning, she*s at our NBC affiliate in Tampa. 

Nancy, good morning to you. 

Nancy Hamilton: Good morning. 

Couric: Tell us briefly about your program, what PAR is all about. 

Hamilton: Well, Operation PAR is a comprehensive substance abuse program, education 
prevention and intervention. And we*ve had maternal substance abuse programs for about 
four years now. And, about-well over a year of our mother and babies residential 
program. And we*ve had some great success with the-with the children we*ve worked 
with. Wc*ve got some good strategies and some good techniques that work. We're 
concerned about the numbers because they are increasing. But we've got some good— good 
things that are showing great promise. 

Couric: Nancy, you work with both the mothers and the children? 
Hamilton: Yes. 



Couric: Tell us what kind of problems these kids have, first as infants and later when 
they enter school, in general terms. 
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Hamilton: Well, they have a wide-they may have a wide range of problems. Going from 
nothing that you can see visibly to perhaps learning disabilities, some asocial behaviors, 
where is they have difficulty bonding with other human beings and getting along, and 
they may have severe problems. WcVe seen babies come from the hospital with enormous 
difficulties, digestive problems, respiratory problems, inability to focus, hypertenicity in 
their muscles, all the way from kids we canU see too much wrong with them, but we 
suspect that they may have problems as toddlers and as elementary school kids and 
definitely as adolescents. 

Couric: An increasing number of experts believe that these kids do not make up a lost 
generation, that early intervention really can make a difference. You count yourself 
among those experts? 

Hamilton: Yes. Vm really hopeful that-that if»if children and mothers are allowed the 
opportunity for treatment, we can do great things with them. My concern is that there 
aren*t enough programs for mothers and children and that there isn't enough money. Our 
own program, we're concerned about next year and the year after, if we're going to be 
able to provide services for the mothers and the children. 

Couric: What are your concerns about the children who go through the system and that 
the children people don't realize have a real problem? 

Hamilton: That very much concerns me. Because as children go through life and--and 
they receive negative feedback from their environment, it affects their self esteem, it 
affects the way they see other human beings and how they can operate effectively and 
productively in life. And if they're not discovered and-and given some effective 
interventions, then I think they grow up feeling as if the world is a negative place, a 
hostile environment. And they treat the world that way. And we are very angry with 
^them as they grow older and into their adolescence and commit crimes and wind up in 
Iprisons. And I think that we need to recognize that they probably should have been paid 
: attention to very early on in their lives. 

Couric: We only have a few seconds left, but-left, but the cost of educating and helping 
these children is enormous. How is the system going to handle this? 

Hamilton: Well, I'm not too sure how they're going to handle it, but I know one thing, 
that the cost of doing it early on in their life is far less than the cost of watching these 
children grow up through adolescence and adulthood and the cost of... 

Couric: Mm-hmm. 

Hamilton: ...of taking care of them through prison systems... 

Couric: Nancy Hamilton... 

Hamilton: „.and special education. 

Couric: Nancy Hamilton, thanks very much. 

We're back in a moment with more on Today after these messages. 



Bryant Gumbel, co-host 
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Hey, the queen went to a baseball game last night. 

Katherine Couric, co-host: 

Hey! 

Gumbel: She didn't have a hotdog nor peanuts... 
Couric: Really? 

Gumbel: ...or Cracker Jack, but we'll see what she did after a station break. 
Bryant Gumbel, co-host: 

Back at 7:25. More on the travels of the queen. Remember, we said she didn't eat beer 
and hotdogs? Would you like to know what she did eat... 

Katherine Couric, co-host: 

I would love to know. 

Gumbel: ...at the ballgame? 

Al Roker reporting: 

Yeah. 

Gumbel: You don't get this underneath the stands, by the way. 
f Couric: Sushi. 

^Gumbel: No-no. Maryland crab cakes, blackened smoked turkey^. 
Cookie: Yum. 

Gumbel: ...and chicken croquettes. 
Couric: Mmm. 

Gumbel: Buy me some peanuts and some chicken croquettes. No? 
Roker: I don't care if I ever smoke a turkey. 

Gumbel: Yeah. They said when-when a-you know, they brought the players down, they 
said when they gave-they were asked if they gave the players any special instructions 
about spitting and scratching in the presence of the queen. 

Couric: Chewing tobacco? 

Gumbel: You can tell the Orioles' spokesman was very sophisticated* he says, quote, *I 
think players are sophisticated enough, they're not going to burp in her face.' 

Couric: Charming. 
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Gumbel: Thank you--thank you very much. Bob. 

Couric: They really know how to impress the gal, don't they? 

Gumbel: Yeah, thank you very... 

Couric: That's funny. 

Rokcr: Yo, queen! 

Gumbel: Have you--have you ever had any contact with royalty? 
Couric: Um, no. 

Gumbel: It is--it is kind of funny. 
Couric: Is it? 

Gumbel: Yeah. They give you--they give you special instructions on which you are and 
aren't supposed to do if they're around. They... 

Couric: And»and your-the queen has to extend her hand to you? 

Gumbel: That's right. 

Couric: You never kiss her hand, right? 

Gumbel: No. Don't kiss her hand. 

I Couric: Ever? Kiss her ring? 

Gumbel: You don't bow. Don't bow. Also, the underlined this on the note, don't touch 
them. 

douric: Don't touch them? 

Gumbel: No. Unless. If-I mean, like you don't go--you don't go... 
Couric: She extends her hand... 
Gumbel: ...let me tell you one. 

Couric: Some lady yesterday in Washington tried to hug her. And, hug me, I'll show you 
what she did. 

Gumbel: Oh, no. 

Couric: She was like this. She wasn't into it at all. 
Gumbel: Yeah, they-they tell you *Don't touch them.' 
Roken So, no bonding? 
Gumbel: No, no bond... 
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Courier No. No body contact. 
Gumbel: Years ago... 

Couric: You can't do the lambada with her, either. 

Gumbel: ...years ago, June-June and I had the-had the great honor of being invited to a 
cocktail party at the British embassy, a very private cocktail party for the princess of 
Wales--rm sorry-yeah, Diana, Princess of Wales and Prince Charles. And there were only 
going to be, like, 30 couples there, 20 couples there, or whatever. And they made a big 
deal about it, they said, *Look, when they-this is kind of like a cocktail party and they 
are just Mr. and Mrs. Smith,* you know? 

Couric: Yeah. 

Gumbel: And when they come in the room just meld, you know, just let them kind of 
meld. 

Roker: Mingle. 
Couric: Yeah. 

Gumbel: That's right. Well, everybody was kind of-bzz-bzz-bzz-bzz-talking it up-when 
they turned the corner, dead silence. I mean... 

Couric: Really? 

Gumbel: Oh, yes. Dead silence. Everyt>ody turned and looked-but it was interesting. 
-Couric: Well, did-did you speak with them? Were they nice? 
Gumbel: Wound up speaking at--at length with them, yeah. And... 
Couric: And what did you think? 
Gumbel: Very nice people. I mean 
Couric: I think Diana's a closet party animal, don't you? 
Roker: Not closet. 

Couric: I mean-you're right-you're right. 

Gumbel: It was funny because, I mean the protocol even got to me so much that when it 
was done I got a call from somebody at the Washington Post who said 'We understand that 
you had an extended conversation with the princess.' and I said, *Well, I don't know what 
you mean by extended.' 

Couric: Oh, really? 

Gumbel: And they said, 'Well, you talked to her for more than 10 minutes.' I said, 'That's 
probable.' Said, 'Well, what did you talk about?' I said, 'I think protocol demands that the 
queen-that the princess tell you, otherwise it's none of your damned business.' 
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Couric: You're so smooth. 

Gumbel: I know. 

Roker: Right! 

Gumbel: Shut up! 

Roker: You-you blighter! 

Gumbel: I want to talk about Philip! 

Roker: Grab him by his ears and shook him about! No! We*re talking about the prince, 
you bloody fool! God save the queen! 

Couric: What were you talking about? 

Gumbel: It*s-*rm not supposed to say. 

Couric: Oh, come on. It's just us... 

Gumbel: Honest, you're not supposed to say. 

Couric: ...and a few thousand other people. 

Gumbel: Honest. You know what was interesting, and June noticed this, she-I shouldn't 
even say that, I shouldn't... 

^Gouric: Go ahead. 

: Roker Come on. 

Gumbel: But it was summertime... 

Couric: And she wasn't wearing stockings. 

Gumbel: Yeah. 

Couric: She doesn't like wearing stockings. 
Faith Daniels, anchor 
But she does shave her legs. 

Gumbel: I didn't-didn't really explore that closely. 
Couric: She doesn't like to wear stockings, apparently. 
Gumbel: Really? 

Couric Yeah. Maybe that's shi-shi over in^ 
Gumbel: Is that right? 
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Couric: I don't know. Is it, Faith? Do you know? 
Daniels: Fve read that... 

Roker: They drink warm beer, too. What do they know? 

Daniels: If it were commonplace I don*t think we*d read about it, and Fve read about 
that, too... 

Couric: Really? 

Daniels: ...that she doesn't like to. 
Gumbel: Yeah. 

Daniels: You talked about kids. 

Gumbel: I didn't think it was so bad. I mean she was certainly very nicely dressed. I 
mean I--in fact, I wouldn't have noticed it if June hadn't said something to me about it. 

Daniels: You talked about kids. That's my guess. 

Gumbel: Seven... 

Roker: His lips are sealed. 

Couric: He'll never tell. 

^iGumjiel: I don't know. I mean I... 

ICouric: Don't even remember, do you? 

Gumbel: .^what do I know about this stuff? We're back in a moment. Station break. 

Bryant Gumbel, co-host: 

Back now, 7:30 on a Thursday morning, here along with Katie Couric, I'm Bryant Gumbel. 
We have figured out that lawning is not a verb. 

Katherine Couric, co-host: 

No such verb. 

Gumbel: But we tried. 

Couric: No— yeah. 

Gumbel: But neither is impacting and ef forting and we keep on misusing those too. 
Couric: And the one you invented a couple weeks ago. 

Gumbel: That's right, but we don't talk about that one. Straight ahead in this half hour, 
we're going to talk about Mikhail Gorbachev and as the world tries to figure out whether 
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Grorbachev is, in fact, a liberal or a conservative, we*re getting some help these days from 
a new book by a long-time Gorbachev watcher and journalist Robert Kaiser of the 
Washington Post. HeMl be along in just a couple of moments. Katie: 

Courier And hold on to your briefs. Tonight's the big night for NBCs "LA Law,** the 
season finale, a cliffhanger finish. And as we conclude our series on the show this 
morning, we'll meet the new members of the cast who all figure prominently in tonight's 
episode. 

Gumbeh Hold on to your briefs? 
Courier You have a dirty mind. 

Gumbelr Gene Shalit going to be-clean briefs, but Gene Shalit's going to be along in a 
couple of -of moments. He's in the Critic's Corner to look at "Switch" and "FX2." Let's get 
to the news desk right now. Faith Danielsr 

Faith Daniels, anchor: 

What do you do if you're wearing boxers? 

Gumbelr Faithr 

Daniels: The news. 

Gumt>elr Yeah. 

Danielsr Yes. 



^^Sec|etary of State Baker is due back in this country tonight following his latest mission 
for Middle East peace. This morning. Baker held a final round of talks in Jerusalem, 
%t'i;j^tli^^Isra^^^ officials, including Prime Minister Shamir. Later, he said there's still no 
agr^eement on the format of a peace conference or the role of the United Nations in it. 

A three-hour standoff in Beverly Hills came to a sudden end during the night. A woman, 
armed with a handgun, killed one of the passengers before everyone else was able to flee. 
Later, gunfire was heard as police stormed the bus and killed the suspect. 

Television viewers in the Soviet Union have something new-more of a choice. It's an 
independent TV channel in the Russian republic, promising news with a difference. 
Here's Jim Maceda. 

Jim Maceda reporting: 

It's already called "The Boris Yeltsin Channel." From the pre-revolutionary Russian 
tricolor and its logo, to Russian leaders, like Yeltsin, dominating its airwaves, it's clear 
that RTR, Russian Television, dares to be just that-the Russian republic's first 
independent channel. 

Anatoly Lysenko (Russian TV, Through Translator)r It's an affirmation of Russia's 
sovereignty and it's the first TV in the Soviet Union that's not influenced by the 
Conununist Party. 




1% ■ 

f Faith Daniels, anchor 
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Maceda: While it broadcasts from the Soviet TV center, its product is strictly alternative. 
Most of RTR*s reporters and anchors were fired by Soviet TV, its controversial programs 
dumped by the national network. Journalists say the experiment in independent news is 
fun, and a challenge* 

Alexander Gurov (Reporter): I never had a chance to work professionally in the western 
sense of word. 

Maceda: Vcsti, the IS-minute newscast, presents facts, not opinions. But the tone is 
satirical. On-air entertainment so far is mostly Gorbachev bashing. But even Yeltsin 
admits that can't last, that while it's very easy to criticize Central TV, now Russian TV 
must compete with it, and many Russians worry that it w^l be stopped before it even gets 
off the ground. Jim Maceda, NBC News, Moscow. 

Daniels: At least three people were hurt during the night when tornadoes tore through 
parts of Western Oklahoma. Several homes there were damaged. 

Police in Southern California are holding six people in connection with the seizure last 
night of one and a half tons of cocaine. The drugs were found in a Los Angeles suburb 
and are said to have a street value of almost half a billion dollars. 

Latest from here. Now back to you. 

Bryant Gumbel, co-host: 

Faith, thank you. 

^Bryant Gumbel, co-host: 

:|In planning her visit to this country. Queen Elizabeth expressed a desire to see something 
vtruly American. Well, her host complied with that request last night. NBC's White House 
ciorrespondent Jim Miklaszewski has a report. 

rJim'Miklaszewski reporting: 

It was the night that a part of America's past met America's pastime. Two of the world's 
most enduring symbols on the same field-the queen of England, and American baseball. 
President Bush brought Queen Elizabeth to Baltimore's Memorial Stadium for a game 
between the Orioles and the Oakland A's. It was the queen's first major league game. 
Seasoned royal watchers said she had the time of her life. She was so laid back she took 
off her gloves, in public, and the fans loved her. Even before the royal party arrived 
they were on their feet in anticipation. 

Unidentified Woman: It's very exciting, very. Because it's fun to have the queen here! 
We've been to London. Now it's fun to have her come to Baltimore. 

Miklaszewski: What do you think of the queen being here? 

Unidentified Girl #1: Oh. it's awesome. 

Unidentified Girl #2: It's great! 



Miklaszewski: Why? 
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Unidentified Girl #2: I mean, because she came all the way from England and it*s great. 

Miklaszewski: Do you think she knows anything about baseball? 

Unidentified Man #1: Probably not. 

Miklaszewski: Do you know anything about cricket? 

Unidentified Man #1: No. 

Unidentified Man #2: It's like baseball. 

Miklaszewski: What's that? 

Unidentified Man #2: It's like baseball. 

Miklaszewski: Cricket? 

Unidentified Man #2: It is, I guess. 

Miklaszewski: I can't believe-it's nothing like baseball. 

Unidentified Man #2: Well, that's how much I know about it. 

Miklaszewski: IRA protesters bought 100 seats in the bleachers, but they were orderly. 
The queen's presence even seemed to put some of the games biggest egos on their best 
behavior. 



yl^laiszewski: The dugout was used for a receiving line. But these are guys whose only 
%»atect with the royals comes when they play Kansas City, so lessons in etiquette were a 

^^^^ 

Renee Lechemann (A's Coach): Of course, we know what to say, 'Hi,' to the royal 
highness, and we don't touch anybody untiU you know, she talks to you, and then 
wc-we'rc supposed to say, you know, nice things. 

Unidentified Player: Liar. You just learned that. 

Lechemann: So you're not supposed to shake her hand. You don't ask for autographs. 
But-so wc'll-we're a very 'etiquetted' ball club under the direction of Tony LaRussa. 
But we'll talk to the president. We'll go ahead and say *Hi, prez,' and 'We'll see you in the 
rose garden in November,' though. 

Miklaszewski: The games biggest stars came away impressed. 

Frank Robinson (Orioles Manager): It's very exciting. HI still-my heart's pounding right 
now. It really is! \ 



Reggie Jackson: It was wonderful. Meet the great lady of the world. It was great 




Hopefully we can win and I'll hit a home run. I 
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Miklaszewski: Some would say youVe baseball royalty. 
Jackson: Yeah, used to be. 

Unidentified Man #3: Come on, guys. We want to get the game started. 

Miklaszewski: And the game? It was average. The queen stayed for only two innings. 
The A's beat the Orioles 6-3. But it was still clearly one for the books. For Today, Jim 
Miklaszewski, NBC News« Baltimore. 

Gumbel: Well now we*ve got another new one, along with lawning and impacting and 
ef f orting, we have etiquetting. 

Coming up on 7:37. Al Roker*s gone outside to give us a check of the weather. 
Al Roker reporting: 

Well, I weathered my move down here to the Channel Grardens, Rockefeller Center, there's 
Prometheus. He looks pretty good. Just had a $350,000 face lift with some gold leaf. 
(Weather follows.) 

That's the latest Now here's Katie. 

Bryant Gumbel, co-host: 

Good try, Al. Thank you. 

Roker: Oops! 

SBryant Gumbel, co-host: 

In his seven years as leader of the Soviet Union, Mikhail Gorbachev has drastically 
changed that Communist state, but in the process of reforming his country, he's also 
brought it and himself to the brink of political collapse. Robert Kaiser of the Washington 
Post has long studied Gorbachev's policies and politics. His new book, "Why Gorbachev 
Happened," details the influences on and of the most dynamic world leader of our time. 
Bob Kaiser, good morning. 

Robert Kaiser ("Why Grorbachev Happened"): Good morning. 
Gumbel: How you doing? Welcome back. 
Kaiser: Thank you. 

Gumbel: This book is subtitled "His Triumphs and His Failure." Does it give away the 
ending a little bit? Is it certain that he's doomed to failure? 

Kaiser: I-I-I'm looking for cover there obviously, but I-the failure that I have in mind 
is the failure to create in the Soviet Union a modern, thriving Democratic society. The 
society is spoiled, you know. Sixty years of Stalinism ruined that country, and it just isn't 
going to recover any time soon, and that's the underlying tragedy of this incredible 
experiment. 
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Gumbel: But»but, I mean, in admitting you're hedging your bets a little bit, you prompt 
the question of why now. I mean why-why come out with a book now before you*re sure 
of what— why the final— what what the final chapter's going to be? 

Kaiser: You know me, Bryant. Tve been studying this country for 20 years, I lived there 
for three years. Watching Gorbachev happen, coming out of nowhere and changing his 
country and the world was so exciting for me and so entrancing, and I just decided a year 
ago at this time, I want to get a piece of this, want to get my two cents worth. 

Gumbel: Yeah. 

Kaiser: I have a lot to say. I've thought a lot about it^ iEUid I-when I started, I had no 
idea we'd be where we are today. In fact, when I finished mo^^^of the book last summer, 
it was still very upbeat. And then the things went sour in the fill, the terrible events in 
Lithuania and Latvia in January, and it has quite a different tone now. 

Gumbel: Sure. 

Kaiser: But it's-I just wanted to get my two cents in. 

Gumbel: Your-your bet. How much longer can he survive, number one, and number two, 
if he goes, how goes the Soviet Union? 

Kaiser: It's very hard, of course, to predict. This is one of the most dramatic stories 
either of us will ever cover, probably the most dramatic, and I'm not going to make firm 
predictions. My sense of what's happening now is power is ebbing away from Gorbachev 
and the whole central administration that he represents, ebbing to the republics, Yeltsin 
in Russian to the others in the other republics, and I think that is-that's the future. 
Thc-the-it's an artificial country, it was created by force, it's held together against the 
^will of most of the non-Russian peoples, except in Central Asia, maybe, and-and they're 
fgbnna increasingly express their independent yearnings and act on them and I don't think 
:the center and Gorbachev, or Gorbachev's successor will be able to prevent that. 

Guiiibel: Can-can Gorbachev be faulted then for being a short-term thinker, for not 
being able to see in advance that-that once he unleashed reform, in— in such pent-up 
volume in— in the Soviet Union, that it would outpace him? 

Kaiser: Absolutely. I think Russian historians, a generation from now, will know more 
looking back, will fault him for never having a strategy. He always had tactics; he 
didn't have a strategy. He never really had in his mind, I don't think, a vision of what 
the Soviet Union he was trying to create would actually look like, how things would 
work, what people would do and how the government would work and so on. He's a 
maneuvered He knew that the old system was lousy. He knew that it was built on lies. 
He knew that people didn't care about it. He knew that the society was literally alienated 
from the government. So he starts Glasnost, let's tell some truth, perestroika, let's shake it 
up, let's reorganize it. But he never had a, you know, a clear sense of where this was 
going and now it's going in many different directions at once, it's all messed up, and he's 
at a loss, I think. 

Gumbel: Can he be faulted for-for too much becoming enamored of— of— of western 
opinion and trying to cultivate it? 

Kaiser I don't think that's a fair one. I-I mean, he certainly is enamored of the 
reception he gets in our world. He loves coming to Washington or London or Paris or 
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Bonn to get all those cheers, and he*s used that very cleverly at home. But I don*t think 
that*s distracted him. I think it's been one of... 

Gumbel: Didn't he become a prisoner of it in a sense, though, to the extent that-that he 
continued to court western opinion and has therefore limited his options in dealing with 
certain problems? 

Kaiser: I think he'd say, if he was here, that it-it increased his options in the sense that 
if he had the support of Bush, as he has now, for example, he can get stuff out of us that 
he wouldn't get if he wasn't in-in that kind of a good relationship. I don't think he gave 
anything up, in other words, particularly. 

Gumbel: You say his-his fatal flaw was his, quote, 'perceived mandate to redeem Lenin's 
revolution.' How so? 

Kaiser: He keeps saying, right to today, 'I'm a convinced Communist.' He has something 
in the back of his mind that tells him that it's his job to*-to make good on the Communist 
myths and promises. One-one of my arguments in the book is that he could only break 
up the old system the way he did because the party people trusted him. He was a party 
man and they recognized him as such and they gave him their confidence. But I think 
the fact he was a party man also limited him and at the crucial stage in the last six 
months when he was confronted, you remember the SCO-day plan that was really change 
everything... 

Gumbel: Sure. 

Kaiser: ...he backed away from it, he chickened out. and I think it's because of this, 
because he couldn't see how this free market, really quite capitalistic system that the plan 
envisaged, could be called Communist. 

fGumbel: Quick bottom line. Did he attempt the impossible? 

Kaiser: Yes. He tried to create, out of a country that had really been despoiled by a 
rotten system for a long time, something terrific and new and it just didn't work as fast 
as he wanted it to. 

Gumbel: Bob Kaiser, "Why Gorbachev Happened: His Triumphs and His Failure." Part 
two to come, I'll say. 

Kaiser: That's right. 

Gumbel: Bob Kaiser, take care of yourself. Always good seeing you. Seven forty-three. 

Coming up later in this half hour, Katie's going to conclude her special series this week 
on "LA Law." First, we'll take these messages. 

Gene Shalit reporting: 

Good morning and welcome to the Critic's Corner. 

The letters FX are movie slang for effects, special effects, and they are very special in 
the new movie called "FX2," directed by Richard Franklin and sUrring the appealing 
Australian Bryan Brown as a special effects man. His ingenious tinkering spilk into his 
private life. Of course, things can go wrong. When you tinker, there's ever the chance. 
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This time things do go wrong. Result-murder. Brown*s assignment-create special effects 
to effectively stop the bad effects the villain has on his victims. During a chase in a 
supermarket. Brown demonstrates how everyday items on the shelves can work in ways 
that their manufacturers never dreamed of. Although Bryan Brown is from down under, 
you know heMl end up on top, but the fun is seeing how he does it. He works 
handin-gimmick with a private detective pal, Brian Dennehy. 

Dennehy has become one of Hollywood's most popular character actors, a second banana 
who's one of the best of the bunch. There are enough unexpected toys and tricky devices 
to make James Bond jealous, and they help to spin "FX2" into a clever tliriller with a grin 
on its face. 

Now here's a movie with loud laughter, "Switch." Blake Edwards has written or directed 
many memorable comedies, "Victor/Victoria," "10." "Breakfast At Tiffany's", the Pink 
Panther movies— combinations of sophistication and belly laughs. 

Now Blake Edwards has another winner, "Switch," a classy comedy that slingshots Ellen 
Barkin into the rarefied ranks of reigning stars. Translation-if Ellen Barkin's on the 
theater marquee, it's a motion picture you have to see. So incendiary in "The Big Easy" 
and "Sea of Love," she now scores with a snazzy comedy performance, portraying a 
murdered man who's returned to earth as a woman-to teach him a lesson because his 
behavior toward women has been so macho crotcho. 

While on earth, he skirted the issue. Now he's issued a skirt. Given this premise of a 
man's mind in a woman's body, Blake Edwards's dialogue zings the guy-ways and the sly 
ways of women and men, turning the genders upside down and inside out. 

"Switch" rollicks with insights, out-of -sight slights and spoofs of the on-the-make 
^mannerisms. Ellen Barkin's dandy sidekicks, Lorraine Bracco, Jimmy Smits, Jobeth 
::WiIliams, and Tony Roberts, give her a leg up every step of the way. The center of 
C"Switch" is loaded with wit, and "Switch" carries the letters, H-I-T. "Switch" is a witty hit. 

^ And that's the Critic's Corner for this morning. This is Today on NBC. 

Katherine Couric, co-host: 

Listen up, "LA Law" fans. To get you ready for tonight's finale, wc conclude our series 
on "LA Law" this morning with Cecil Hoffmann, Amanda Donoho and John Spencer, the 
new additions to the cast of "LA Law." 

One of the highlights of this season was the introduction of three legal rookies to "LA 
Law." Amanda Donoho plays C.J. Lamb, a free-spirited lawyer who raised a few eyebrows 
when she hit on one of her colleagues at the firm— one of her female colleagues. John 
Spencer plays the chain-smoking street-smart Tommy MuUaney, an attorney who never 
quite learned how to dress for success. And Cecil Hoffmann plays the tough, yet 
vulnerable new assistant district attorney, Zoe Clemmons. (A clip is shown.) 

What was your first day like on the set here? 

Cecil Hoffmann: I was nervous, I was jet-lagged, I was-I worked with Harry my first 
show. He was the defense lawyer in a trial I was prosecuting, and I jcpuldn't have had a 
better partner, you know, someone to just let me have my space^ -t^^ore me, answer 
stupid questions, tell jokes in long stretches of nothing to da It^w^*-yoii know, so I had 



Today 

May 16, 1991 / 7:00-9:00 AM EDT Page 22 



10 minutes of real fear, and then I was welcomed as if this space had been made and was 
waiting for me and they were glad I finally showed up to do it. It was really wonderful. 

Couric: Let's talk a little bit about your character Zoc. First of all, is there anybody 
who's really named Zoe except for in a J.D. Salinger novel? 

Hoffmann: I don't know. I actually don't know, but I think the most important thing 
about Zoe is that she's-she's so incredibly passionate about her work in an office that is 
so hard to work in. They've taken a story back into the DA's office where we haven't 
been for over a year. Part of her MO is that her heart has to be in it. It's not just about 
facts. It's about emotional truths and moral truths as well. 

Couric: I cannot fathom that you guys were ever married. 

John Spencer: Really? 

Couric: I just-I don't see it. 

Spencer: Isn't that interesting? I mean, I certainly can. I mean, from my point of view. 
Hoffmann: Me too. 

Couric: Because she's a fabulous babe, but you guys seem so different. 

Spencer: Well, she's more than a fabulous babe. I mean, she's a provocative, intelligent 
politically astute woman who's nurturing and-and a fabulous babe. (A clip is shown.) 

Couric: There's a lot of John Spencer from-the guy from Patterson, New Jersey in-in 
, Tommy MuUaney, isn't there? 

^ Spencer: No-I mean»sure--sure. I mean, yeah, and that's what's-that's what's wonderful 
II for it for me, because it gives me--it gives me an opportunity to live in the space 
that-that I'm familiar with. 

Couric: All right, Amanda, so, what's a nice girl like you doing in a place like this? 
Amanda Donoho: Well, perhaps I'm not such a nice girl. 
Couric: Perhaps not. Actually I'd like to rephrase that question. 

Donoho: What's a naughty girl like me doing in a town like this? Well, where else would 
I be but Hollywood? It's-I think the cleverness of--of this show and of the people that 
run this show is they wanted to introduce a character who was unlike anybody else on the 
show and who would come up with some surprises. (A clip is shown.) 

It's important that we deal with issues like this. It's important that actors like myself 
have the courage to say. *Yeah, I'll do this. I'll do this because I believe that it's a correct 
thing to do, that it's an education, it's not sort of titillating or salacious.' 

Couric: Are you disappointed that CJ.'s alleged or potential bisexuality isn't going to be 
further explored because it's just too controversial? 

Donoho: I think that it's an unfortunate thing, of course, that there is still such a fear of 
material that's provocative, and sensitive as this, if you like. But I've had a great deal of 
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fun and-and taken an enormous joy in the responsibility of doing what Michele Greene 
and myself did with CJ. and Abby in the last few episodes. 

Couric: Wc*ll be back after this. 

Bryant Gumbel, co-host: 

We've only got time to say station break. 

Bryant Gumbel, co-host: 

Back now, it's 8:00, it's a Thursday morning, 16th day of Nfoy of *91. Straight ahead in 
this hour, on After Eight, the question is, what price green? The homeowner's dream of 
having a lusher, greener lawn has led to a proliferation of chemical treatments that, in 
some cases, as we'll see, are proving to be life threatening. We're back in studio 3B on 
this Thursday morning. Along with Katie Couric, I'm Bryant Gumbel. As we talk about 
that lawn spot, we note that Joe Garagiola this morning is up the lazy river. 

Katherine Couric, co-host: 



Gumbel: Yes. He's busy lawning. He's up in the Hudson River valley with an alternative 
to putting chemicals on your lawn. Joseph, good morning. 

Joe Garagiola, co-host (Claverack, New York): 

Here I am, Bryant, American Gothic. 

Couric: Where's your wife? 

Garagiola: We-we have an environmental expert and I tell you, a lot of us are doing our 
lawns wrong. We're going to talk about that. 

Gumbel: OK. 

Couric: Thanks, Joe. Later in the hour, gadget guru Andy Pargh will be here with the 
latest in idiot-proof cameras. And we'll see what's involved in making your own frozen 
treats this summer. 

Gumbel: And if you think you're having trouble selling your house during this recession, 
wait till you see Dennis Murphy's report this morning from jolly old England. 
Eight-oh-one. Let's move to the news once again. Faith Daniels: 

Faith Daniels, anchor: 

Thank you, Bryant. Hello again, everyone. 

Faith Daniels, anchor: 

Secretary of State James Baker wrapped up his Middle East peace mission today with 
little progress toward resolving the problems separating Israel and its Arab neighbors. 
Martin Fletcher is with us once again from Tel Aviv. Martin: 



Lawning. 
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Martin Fletcher reporting: 

Good morning, Faith. The peace mission has not ended in failure, the officials say. It 
just didn't get anywhere. After four meetings in 24 hours, there was a burst of optimism 
that maybe there*d be a surprise breakthrough. The word was Israel was ready to 
compromise. But when the meeting ended this morning, it was back to polite words and 
little substance. Baker said there were more areas of agreement than disagreement but the 
disagreements were in the two key areas. Israel still would not agree to a significant role 
for the United Nations in a peace conference and no agreement either on how long the 
conference would last. Those are the two problems that have bedeviled Baker since the 
start. Now Baker must decide whether to continue his peace mission and how. Shuttle 
diplomacy, at least for the time being, seems out. It*s likely Baker will carry on, but with 
a lower profile. Faith: 

Daniels: There's all this talk of—of the window of opportunity, Martin. Does that mean 
the window is closed now? 

Fletcher: Well, Faith, the real question is was the window ever open. It's true the time 
was right for America to try, but it isn't sure the time was right for Israel and the Arabs 
to make peace. In the end it isn't what Washington wants that counts but what the 
enemies here want. To keep the peace process going now. Baker has to decide whether he 
wants to apply real pressure or not to make them want peace. Faith: 

Daniels: Did Baker accomplish anything at all? 

Fletcher: Well, it depends--it depends who you speak to. Actually he didn't really 
accomplish anything at all, no, because his aim was of course to convene a peace 
conference and he's far away from that. And the issues of agreement that he stressed this 
morning such as Palestinians and who represents them. Well, that was pretty much agreed 
on before he even started. So actually very little has been achieved. Faith. 

Daniels: All right. Thank you, Martin. Martin Fletcher in Tel Aviv. 

Faith Daniels, anchor: 

President Bush may be on another collision course with Congress. The president 
Wednesday said he wants Congress to renew China's most favored nation status. But, as 
White House correspondent Jim Miklaszewski reports, Congress isn't likely to go along. 

Jim Miklaszewski reporting: 

At the White House, the president ticked off his reasons for renewing China's trade 
preference. 

President Bush: I look at the support we got from China in Desert Storm. I look at the 
importance of China as a country and I think--I don't want to see us isolate them. 

Miklaszewski: That sets up a confrontation with Congress. Many lawmakers want to 
rescind China's trade status. 

Senator Daniel Moynihan (Democrat, New York): This nation, the People's Republic of 
China, is organizing prison labor--and they have a large supply of prisoners*-to produce 
an export market in textiles. 
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Miklaszewski: Even the president has big problems with China. Its human rights record, 
arms sales to the Middle East and unfair trade practices. But White House officials argue 
that without the trade deal, the US wouldn*t have any leverage whatsoever over China. 
In an attempt to appease Congress and pressure Beijing, the new trade agreement will be 
conditional on progress on political and trade reforms in China. The last time Congress 
challenged the president on China, Bush beat them, and the White House is confident he 
can do it again. Jim Miklaszewski, NBC News, at the White House. 

Faith Daniels, anchor: 

Two people were killed in Los Angeles this morning when a woman hijacked a city bus 
and shot a passenger to death. About 20 people were^on the bus w;hen the woman 
commandeered it. She opened fire, hitting one passenger. 1^ wounded man fled the bus 
and was dragged away by police. He was later pronounced dead. The other passengers 
managed to get away as well. And after a three-hour stand-off, police stormed the bus, 
killing the hijacker. 

Faith Daniels, anchor: 

A Continental Airlines ticket agent is back on the job today. Continental fired the 
woman last week because she failed to follow company policy that women wear makeup 
on the job. The company says it was wrong in firing the woman. 

Faith Daniels, anchor: 

Weil, it*s spring and for most of us that means flowers, warm weather and longer days. 
But for the residents of Dodge City, Kansas, spring means moths, millions and millions of 
moths. Every year the moths migrate from the prairies to the mountains. Dodge City is 
one of the stop-overs. The insects pose no threat to humans or crops, they simply make 
being outside unpleasant. Visitors will be in the mountains within ten days. Unclear 
^hat happens to your clothes, though. It's 8:05. Time for Al Roker and today's weather. 

Joe Witte reporting: 

This morning's weather brought to you by Maxwell House Coffee. Always good to the 
last drop. 

Al Roker reporting: 

Excuse me. Well, they figure we— we had to rent this space for something, so they figured 
they may as well let me do a little lawning, as Katie would say. Only kidding, Katie. 
(Weather follows.) 

That's the latest from Rockefeller Plaza. Back to Bryant and Katie. 
Bryant Gumbel, co-host: 

Al, thank you. You want to tell Al thank you for the lawning? 
Katherine Couric, co-host: 
Yes, thanks, Al. 

Roker: You're welcome, Katie. 
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Gumbel: £ight-oh-seven. We*re coming to come back in just a moment, talk about the 
controversy of what you may be putting on your lawn after this. 

Katherine Couric, co-host: 

On After Eight this morning: lawn chemicals and pesticides. Congress has been looking 
into complaints about domestic pesticides, and many lawmakers feel the price we pay for 
a green and weedless lawn may be too high. It may be costing lives. The fastest growing 
segment of this pesticide business in the past decade has been sales to commercial lawn 
care companies and homeowners. It*s grown to a S2-billion«a-year busing. But reports of 
illnesses related to pesticides have been rising as well. It's suburbia's badge of honor, a 
lush lawn, a rolling carpet of green that reaffirms man's |«>wer over nature's destructive 
insects and outlaw weeds. It's a war waged after work and on weekends. Those without 
the time shell out dollars to companies which nurture and protect a patch of grass. But 
for some, it costs more than money to have a beautiful lawn. It's a threat to life. It's 
death by pesticide poisoning. 

Chris Weidner: In November of '85 and in August of 1986, I had a miscarriage and both 
babies died exactly four days after my neighbors' lawns were sprayed and they both died 
in the same way. 

Couric: Chris Weidner has since had a healthy baby. It wasn't until after she and her 
oldest son Ross ended up in an emergency room, struggling for breath, that it was 
diagnosed. They were poisoned by a commonly used pesticide called Dursban. Chris 
asked lawn companies to warn them before spraying in the neighborhood. It wasn't 
enough. They had to move. 

jChris Weidner: I have to depend on the honesty of the companies that are making 
ttpplications. Right now only some of the companies will let us know when they're 
making an application in the area. So if I don't get a call and I don't hear from anybody 
Ind they don't say that they're coming out, I can sort of take a chance and try to go 
outside and see if everything's OK. What they're saying is that you can walk on a lawn 
after it's been treated within an hour as long as it is dry. It doesn't seem to work like 
that for us. We're too sensitive to the products that are being used. 

Couric: Chris cannot go outside without wearing her protective chemical suit. Malls and 
restaurants are off-limits unless her husband Bob determines that they are pesticide*f ree. 

Bob Weidner: Well, it has taken a lot of spontaneity out of what we do. We used to, like, 
take trips and stop on the way and eat in a restaurant and now we have to go in and I go 
in first and ask if they sprayed any pesticides within the last 48 hours. In the beginning, 
it was— it was tough. It was, you know, a little weird to be walking down the street with 
someone with one of these suits on. 

Couric: The Weidners founded GROW, an organization promoting organic lawn care. 
Getting the message out helps Chris feel less like a prisoner of pesticide. 

Chris Weidner My bars are glass bars. I resent the inability to go out and allow my 
children to play on their lawn. I resent the inability to be able to go to my own mailbox 
and get my own mail like normal people do. 

Couric: Dr. Marion Moses is president of the Pesticide Education Center. She's best 
known for her work educating farm workers on pesticide hazards, and she's now turned 
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her attention to educating consumers. Warren Stickle is president of the Chemical 
Producers and Distributors Association. Good morning to you both. 

Dr. Marion Moses: Morning. 

Couric: Mr. Stickle, your association insists that lawn chemicals are safe. How can you 
give those assurances, especially considering what we just saw? 

Warren Stickle: Well, we have to realize that many lawn care chemicals have been used 
for 20 or 30 years. So there*s a long history of usage of lawn ^re chemicals without any 
adverse effects to human health. We*re looking at a situation where each of these 
chemicals that are registered are extensively tested, and there's a lot of crossover 
chemicals insofar as 29 of the top 35 lawn care chemicals are also tested for food. So all 
of the higher chronic testing that needs to be done for food is also done for lawn care. 

Couric: Dr. Moses, what do you think? I mean, the companies that actually sell them test 
them, and I wonder how reliable, first of all, that is. And the fact that they've been used 
for several years in your mind doesn't mean they're safe. 

Moses: No. Absolutely not. Just because something is legal doesn't mean it is safe and I 
think the real problem with a lot of these chemicals is that they are a very, very serious 
health hazard. And I--I realize that the acute problems that people are concerned about, I 
think that's the tip of the iceberg. I'm much-much more concerned about long*term 
effects, and particularly in children and very young children and pregnant women and 
the fetus because there's evidence that they are at risk, certainly for— I'm very concerned 
about cancer in children. There are studies that show a relationship. And I think people 
say, oh, the EPA has tested it. People should be very aware. I think they should think 
about these people who purvey these products like used car salesmen and I think they 
should take a very serious look. These are toxic products. Their purpose is to kill and 
^arm living things and we do not have the data that he says that shows that these are 
;^fe. They're not safe. 

Couric: The EPA registration process, is that reliable? 

Stickle: We think it is. And it's reliable in two ways. First of all, you register the 
product and then you have to go out and register it in each of the SO states in which you 
are going to use it in. So it's a double-*duaI system here. The most important thing, 
though, is that we're going through a re-registration program at this point in time 
where-where we are re-registering all the old chemicals. The important thing about that 
is that the testing is being done and about 70 to 72% of the testing on those 29 lawn care 
chemicals has already been received by EPA. Now what kind of testing are we-are we 
really talking about? There are seven animal tests that are done for each and every 
chemical. There are two for cancer, two for birth defects, two for reproduction and-and 
the bottom line is that you're getting a lot of very important testing done on each of these 
products and the agency is working to complete that. And we're— we're on a timetable of 
the next five to seven years to get all this data in. And we think it's really important to 
reassure the public of that. 

Moses: Well, you know-well, I think he's brought up a very important point that the 
public should realize. I think the people who sell these products have very economic 
concerns. They think it's a public relations problem. It's not a public relations problem. 
It's a public health problem. 

Couric: Dr. Moses, I know you think better labeling should take place. 
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Moses: Absolutely. I think if the average homeowner and consumer knew what EPA 
knows about these products, they would not use them. 

Couric: And you wouldn*t disagree. 

Moses: They wouldn't want their children exposed to them. They wouldn*t want their 
pregnant wives exposed. They wouldn*t-they wouldn't if they knew, and they don't 
know. 

Couric: You think there should be better labelling as well? 

Stickle: We think there should be better labelling. The label now is in really small print, 
difficult to read. It ought to be— it ought to be larger print It ought to be streamlined 
and it ought to be easier to understand. The warning notices there should be clear. So 
the bottom line is the public does have a right to know and we really would encourage 
the homeowner to read that label very, very carefully before. 

Couric: And you think there should be much more information in the labelling. 

Moses: Oh, absolutely. I mean, to say we're going to put a label—we're going to warn you 
that we're spraying the chemical and it's a-it's a cancer-causing pesticide. What good 
does it do to warn somebody? 

Couric: Quick answers. What's wrong with notifying people that you arc spraying in an 
area? 

Stickle: Well, many lawn care applicators now do that. They-and they put a postmark 
i>ut there and post that they have notified people. Seven states also have a registry list 
Vherc people who are super sensitive or have some kind of allergy... 

Couric: Just seven? 

Stickle: Just seven. And it's also not in the legislation now facing the Congress at this 
point in time. But people do have a right to know and if they are sensitive or allergic to 
a particular product, we think it's important that they do know. It's a question, though, 
of whether you notify everybody in a-in a housing development or you notify just those 
people who have a need to know. And I think that's the important point. 

Couric: Dr. Moses, final word. 

Moses: Everyone-cveryone who uses a toxic product has a right to know about that. It's 
not a need-to-know problem. It's facing up to them being honest about the nature of 
these types of toxic chemicals that are making toxic lawns. They're dangerous. 

Couric: Thank you both for joining us this morning. I'm afraid that'll be the last word. 
Joe Garagiola this morning is about 110 miles north of here, up the Hudson River valley, 
in the town of Claverack, New York with someone who knows all about organic 
gardening, which is an alternative. Joe, good morning. 

Joe Garagiola, co-host: 

Good morning, Katie. I'm with Larry Sombke. And you talk about toxic lawns, Larry, 
we've got a divct right here. How do I know I have a healthy lawn? 
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Larry Sombke: Well this-this lawn is healthy because it*s got nice green lush grass on top, 
a very thin layer of— of thatch where the--where the lawn meets the turf. You've got a 
deep, crumbly— deep roots, nice crumbly soil, well aerated. There's probably worms in 
there, Joe. That's another good sign. 

Garagiola: No chemicals. 

Sombke: No chemicals. Your lawn doesn't need chemicals in the first place. 

Garagiola: OK. I have a patch right here. I want to plant some healthy grass. What do I 
do? 

Sombke: Well, first of all, dig it up. Dig out— dig up the area nice and deep. The key to 
an environmental lawn-care program is to work with the soil and let the grass take care 
of itself. So we worked in some organic material. We put some natural lawn fertilizer in 
there and then we raked it nice and smooth. 

Garagiola: How can I test that it's good, the soil, though? 

Sombke: Well, you dig some up and look at it. It needs to be crumbly. If you-if-if you 
can hold it in your hand and it looks nice and crumbly and it... 

Garagiola: Don't you have experts that do this, though? 

Sombke: Oh yeah. There are experts and you can test the pH level. That's one thing you 
have to do to find out« 

Garagiola: I just have to buy this. I get it at the hardware store? 

Sombke: You can get it at the hardware store or contact your Cooperative Extension 
Agency. 

Garagiola: Put some grass seed on here for me. 

Sombke: All right Make sure you get the right grass seed. We don't want shady grass 
seed. We want sunny grass seed. 

Garagiola: OK. 

Sombke: So you get that out Put a lot of grass seed on. Make sure you get the right 
kind of grass that'll grow in your area. There's northern grass and there's southern grass. 

Garagiola: In Arizona I have to be careful. 

Sombke: Right You need things like bahia grass and different things like that And 
then you-and don't be chintzy. You know, don't be cheap with grass seed. 

Garagiola: OK. I got the grass seed. Now what do I do? 

Sombke: Right Put the grass seed on there nice and thick. Maybe sprinkle a little 
topsoil over that just to get it down. 

Garagiola: OK. 
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Sombke: Put a little straw in there. And you use»you put the straw or hay on the top. 
Garagiola: Man, ir I did all that, I could grow hair. 

Sombke: Yeah, ir you just put a little-just a tiny bit of this on top, just to keep it from 
drying out. Gives it a better chance. 

Cjaragiola: All right. Now what. 

Sombke: That*s a little thick right there. Then you grab a rake. 

Garagiola: Fm rushing him through it because we want to get it all in. 

Sombke: Grab a rake and kind of tamp it down a little bit. This is a clump. You don*t 
really want that. 

Garagiola: How about watering now? I see you*ve got something out there. 

Sombke: With the water—watering is critical. You want to put nice, slow, deep watering, 
rve got a soaker hose going, and that^s the best kind-the best kind of hose you can use... 

Garagiola: I see. 

Sombke: ...because it*s water conserving, you don't waste water and it really does the job. 

Garagiola: Now what are some of the things we*re doing wrong as far as watering? 
Because that's one of the key things, isn't it? 

Sombke: Well, you don't want to come home and sprinkle your lawn at night or as soon as 
you get home for 20 minutes. That's all wrong. What you want to do is a long, deep 
watering either with a sprinkler or with a soaker hose. The squirting it is bad. It 
develops shallow roots, which is bad for your lawn. 

Garagiola: I picked a spot here, I think it*s a bad spot. Is it bad? 

Sombke: Well, we're going to find out. And the key to environmental lawn care is to look 
first and, you know, don't spray with chemicals first. 

Garagiola: Are those weeds or flowers? 

Sombke: Well, these-these-weeds are in the eyes of the beholder. These are flowers but 
I-I-some people consider them weeds so we're going to probably take those out. 

Garagiola: What have you got here? 

Sombke: This is a non-chemical treatment for grubs. Grubs is one of the number one 
lawn care insect problems. So instead of using a chemical pesticide we're going to use a 
bacteria called milky spore and we're going to just spread it on there. 

Garagiola: Now with the dandelion, I don't want you to dig it out. I've got more 
important things. You just dig it out by hand, right? 

Sombke: Dig it out by hand and don't mess with the chemicals. 
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Garagiola: How about mowing the lawn? We're doing things wrong, aren't we? 

Sombke: Most people mow their lawn too short. They want it to look like a golf course. 
And that's wrong. 

Garagiola: Why? 

Sombke: Because once again you have a real short grass. That means you're going to 
have shallow roots and you've going to have a hard time keeping your grass healthy. You 
want to cut your grass a little bit longer, about two inches or so. 

Garagiola: Like Kathy's doing. And you want to leave the.^ 

Sombke: Leave the grass clippings on the lawn. They can provide up to 50% of your 
fertilizer needs. Also grass clippings are the number one source of trash in the United 
States. Don't send it to the landfill. Leave it on your lawn. 

Garagiola: OK. That's a pretty good lesson for you in how to grow a healthy lawn, 
Katie, and I know you want to do it because Bryant's got a healthy one. 

Couric: Absolutely. My goal in life, Joe. And I want you to get out and help-help 
Kathy with that lawnmower. 

Garagiola: I will. Kathy's doing a good job. 

Couric: OK. Thanks, Joe. We're back in a moment with more on Today after these 
messages. 

^ffryant Gumbel, co-host: 

The latest in cameras after a station break. 

Bryant Gumbel, co*host: 

Back now, 8:25. Faith was just reprimanding me for trying to be my own doctor on 
illnesses. I mean, when you're sick, you don't always go to a doctor, do you? 

Faith Daniels, anchor: 

Not always, but there's a point. 

Gumbel: What's the point? 

Daniels: After spending two days off work in bed, I think that's a point. 
Gumbel: I don't know. I mean, I-I think I know what I have. So... 
Daniels: What is that? 

Gumbel: I think I have another case of tonsilitis. 
Daniels: But tonsilitis... 
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Gumbel: Remember we looked at each other's tonsils on the air that day? Tve still got 
mine and mine act up every now and then and I don't feel compelled to go to a doctor to 
have him tell me you have tonsilitis. 

Daniels: Maybe you should have them out. 

Gumbel: No, Fm not going to have them out. That is terribly painful. 
Katherine Couric, co-host: 
Really, really painful for an adult. 
Gumbel: Yeah. 

Couric: Painful for a child even more so. 
Gumbel: Yeah, but they're too young to remember it, right? 
Couric: I remember when I had my tonsils taken out. 
Daniels: How old were you? 

Couric: I think I was seven years old. They were infected and the poison was dripping 
into my stomach so I was constantly throwing up. Isn't this attractive? So finally, they 
thought I was going to die/ They took me to all these doctors and hospitals. They 
couldn't figure out what was wrong with me. I went to one pediatrician. He said your 
tonsils need to be taken out They're infected. And it was— it was really painful 
afterwards, you know, for several days. 

jDanicls: All this is making me sick. Excuse me for coughing. 

Gumbel: I got to tell you. June had hers taken out not long ago. When I say not long ago 
I'm talking about within the last 10 years, all right? And watching her deal with that, I 
decided not a chance, not a prayer. I mean. Til put up with this every other year or so 
when it gets infected. 

Daniels: But you could have strep. 

Gumbel: I could. And then what? 

Daniels: They have to treat that 

Gumbel: And then you could be giving me strep. 

Daniels: Now there's a point. 

Gumbel: Well, I'm doing my best not to cough in your direction or anything else. 
Couric: Yeah, you haven't kissed me much this morning. 

Gumbel: Nah, not really. Just on the lips. No big thing. But, I mean, I just don't feel 
compelled to go to a doctor to have him tell you what you already know. 
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Daniels: I think men are like that. Men will go to bed for a week but they won't go to a 
doctor. 

Gumbel: They won*t ask directions, either. 

Daniels: No, they don*t. 

Gumbel: What is that? Wait a minute. 

Couric: It drives me nuts. 

Daniels: It does. 

Couric: Every time I'm lost with Jay 1*11 say, look, there's somebody there, they-you 
know, they'll be able to help us. He goes, no. Men have this thing, they want to find out 
for themselves how to get to a place. And women are very quick to ask people directions. 
Don't worry, Bryant. 

Daniels: Dean was lost for an hour. He was supposed to meet me for dinner. Lost for an 
hour and didn't call for directions. 

Gumbel: Strength. Give me strength. 

Couric: It's true though, Bryant. 

Gumbel: It is not true. 

Couric: You don't ask people for directions, do you? 
Gumbel: What generally happens... 
Daniels: They might tell him where to go. 

Gumbel: What generally happens when guys travel with their wives to places they don't 
know where there's—places they've never been before, generally they hand their spouse 
the directions... 

Couric: Oh, then they're the navigator. 

Gumbel: ^.and say, you be the navigator. And generally the spouse sits there and after 
you have passed they go, 'oh, you were supposed to make a left back there.' That's what 
generally happens. So don't talk to me about asking directions. That is what happens 
more often than not. 

Daniels: Dean would probably agree with you on that. 
Gumbel: No, I mean, that's-that's the way the game goes. 

Daniels: My dad-my dad was always willing to stop and ask directions, but, he 
would-from the time he walked in the gas station to the time he came back to the car he 
would forget them and then be too embarrassed to go back in. So he would drive to the 
next gas station and ask again. 
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Unidentified Man: Some people who work at gas stations nowadays don't know the 
directions. 

Gumbel: Yeah, that*s right. That*s another problem. 
Couric: That's true. 

Gumbel: You go to a gas station now you*ve got no, no luck at all. 

Couric: Yeah. Ortentimes they don*t even speak English, which makes it even more 
difficult. 

Daniels: Don't you love when you stop someone on the road and they pretend that they 
know and yet when you take-when you follow it they have no*^ 

Couric: Oh, Pve done that before. When people have stopped and asked me directions to 
a very simple place«and IVe lived in Washington all my life and I really should know-so 
ril say, yeah, it's that way. Just go about two miles. And then they'll leave and Til say, I 
have no idea what I just told them and I just lied to them. 

Gumbel: We had a guy— we were... 

Daniels: That's mean. 

Couric: Well I didn't—it was when I was younger. 

Gumbel: We were in Atlanta one time, asked for directions, guy turns to me, he goes very 
simple to get there. He says, you go to your second light and you turn left. And he 
repeats the directions. And I didn't want to embarrass him by saying, hey Bozo, you 
tinted right. So I said, let me— give me that one more time. He says, yeah. Go to your 
second light, then you turn left. And I said, I go left, or I go that way. And he goes, 
yeah, you go left. I thought, this is terrific. At that point I said, June, read them better. 
We're going to come back in just a moment. Very nice, Giusep. 

Joe Garagiola, co-host: 

You need help, Bryant. 

Gumbel: Yeah. Are you stuck in that position or what? 
Garagiola: Watch. 
Gumbel: Station break. 
Garagiola: I can swing with... 
Bryant Gumbel, co-host: 

Back now-oooh! Isn't that artsy? We're back at 8:30 on a«. 

Katherine Couric, co-host: 

Except we're being covered by the„. 
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Gumbel: ...Thursday morning. 
Couric: ...sun. 

Gumbel: Well, it is kind of the sun roof in the--in the studio. That is a very nice effect 
there. Who got that one? Robes or Bucky? Is that a--oh, it's under Bucky's guidance. 

Crew, off camera: No! 

Gumbel: We are told that Robes was nothing but the tool. Anyway. Straight ahead 
in«in--in this half hour, weMl talk of putting up your house for sale. It is never easy. As 
we will see in just a couple of moments, it is even more difficult in jolly old England for 
the landed gentry. Katie: 

Couric: And if you're like me, all thumbs when it comes to operating gadgets like 
cameras, youMl be very interested in what gadget guru Andy Pargh has to show thi— show 
us this morning in cameras that are painless to point and shoot. 

Gumbel: You are a big ice cream fan, yes? 

Couric: Yeah. I like ice cream. 

Gumbel: Al Roker... 

Couric: You... 

Gumbel: ...Fm sure will be running back up here to taste this too. We got an ice cream 
spot before you get away this morning. Let's move to the news desk right now. Faith 
Daniels: 

Faith Daniels, anchor: 
Thanks, Bryant. 
Faith Daniels, anchor: 

Secretary of State Baker reports to President Bush tomorrow on what appears to have been 
another fruitless peace mission to the Middle East. Baker left Israel today after one last 
meeting with Prime Minister Yitzhak Shamir, Foreign Minister David Levy and Defense 
Minister Moshe Arens. They appeared to have made little progress toward an agreement 
on key issues surrounding a Middle East peace conference. 

A three-hour standoff came to an end in Beverly Hills, California, this morning as 
sheriff's deputies stormed a city bus and kilmed-killed the armed woman inside. It was 
the end of a standoff that began with a shooting incident aboard the bus. Police say the 
woman had opened fire, killing a passenger. About 20 other people managed to escape 
from the bus as it rolled to a stop at a busy intersection. 

The public-service announcements say that if you're not recycling, you're throwing it all 
away. Because of marketing problems, some recyclers may be forced to throw it all away 
anyway. More from Scott Miller of KING-TV in Seattle. 

Scott Miller reporting: 
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Recycling is getting easier and easier. In more and more American cities, you can now 
recycle right at your curbside. But it*s not always easy for contractors to get rid of this 
stuff, especially scrap paper. Here in Washington, state most scrap paper is shipped to 
Asia and now bales are filling up warehouses up and down the West coast because there is 
no way to get them across the Pacific. 

Don Kneass (Recycle America): WeVe going to keep storing it up. I mean, the next 
option for us is to begin storing it outside and hope it doesn't rain. 

Miller: The problem is a worldwide container shortage. Many of them are still tied up in 
the Persian Gulf, filled with war supplies. Scrap paper isn*t worth much and the 
containers are available are getting filled up with the highest value exports. If the 
backup keeps getting worse, some recyclers may have to haul their paper to a landfill. 

Ed Steyh (Seattle City Utility): They cannot continue to store material and not be able to 
get rid of it. 

Miller: The container crunch is expected to ease up in a few months, but experts say the 
ultimate solution is to find a domestic buyer for the scrap paper people so dutifully toss 
into the recycling bin. Scott Miller, for NBC News, Seattle. 

According to a presidential advisory commission, an agency that safeguards Americans* 
health is in critical condition. The panel says the Food and Drug Administration has too 
much work to do with too little money and too few people. 

Queen Elizabeth's visit to the United States is hitting a high note today. She*s becoming 
the first British monarch to address a joint meeting of Congress. Last night, she was 
introduced to baseball royalty as President Bush*s guest. After meeting the teams, the 
queen sat in on two innings of the Orioles-Oakland A*s game in Baltimore. 

Later today on "A Closer Look," the ultimate survivor: Elizabeth Taylor. After seven 
marriages, six husbands, problems with drugs, alcohol, illness and her weight, she's still 
the woman that people want to talk about. WeUl talk about her with former husband, 
Eddie Fisher, and a former co-star, Mickey Rooney as we continue our look at America's 
uncrowned royalty. 

Faith Daniels, anchor: 

Eight thirty-four now. 

Bryant Gumbel, co-host: 

What do you think the queen found so funny there? She was, *Ha, ha, ha, ha.' Thought 
she watched the... 

Katherine Couric, co-host: 

Something witty the president said. 

Gumbel: Oh, I thought it was something that happened on the ball field. She wanted to 
watch somebody field a ground ball or whatever. She was, 'Ha, ha.' 



Daniels: A little scratching. 
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Gumbel: A little royal laugh there. LetV-eight"eight--8:34. Go on down to the Channel 
Gardens. Wonder why they are called that? Anyway. Al Roker is down there doing 
business. 

Al, why are they called the Channel Gardens? 
Al Roker reporting: 

Oh, uh, well, the Channel Gardens? Well, I--I guess, because they're on TV, Bryant. In 
any event, we*ve got--sorry. It's--I don't know. In any event, they--wc are in the Channel 
Gardens. It is a--it is a woodland-woodland flower exhibit here. That's all made of 
cedar. There are some 60,000 plants in here and all in all it's looking pretty nice. And 
we hope it's looking nice around your neck of the woods. (Weather follows.) 

Willard's back tomorrow and save some of that cookies and cream ice cream for me, 
Bryant. I'm coming back. 

Gumbel: Hey, Al, before you disappear^. 

Roker: Yeah? 

Gumbel: ...we have an answer on why they are called the Channel Gardens. 
Roker: And that is? 

Gumbel: Because to your left right now is a British building and to your right is the 
French building. So obviously between them, the channel. 

Roker The channel! 

Gumbel: Da-da! 

Roker: Well, I'm going to make-I'm going to go under the channel and come back 
upstairs in just a minute. 

Gumbel: OK. All rightic. Thanks. Al. 8:36. 

Bryant Gumbel, co-host: 

Our Over There segment this morning takes us to the take district of England, where 
"Today" foreign editor Dennis Murphy has a report on a family's parting with a 
centuries-old homestead. 

Richard Bigland: Well, it is true that the house and the estate is for sale. Now the 
modern-with modern day pressures the estate has had to pay for itself. This has been 
really-really difficult. 

Dennis Murphy: 

The Biglands have been living on these thousand acres for more than 800 years. But now, 
the recession and stiff inheritance taxes have forced Richard, Kate and the Bigland 
children to put the ancestral home on the block. 
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Richard Bigland: We have always known ourselves to be the old— oldest English family 
living in our own patch. We*re looking out at the direction that the Vikings would have 
come here in the first instance, and they would have come swinging up Morecambe Bay 
there and seen this hill from a distance. I guess everything would have been just as it is 
today over 800 years ago. 

Murphy: And now Bigland Hall will pass on to someone else. The fireplace built in 1161 
and all those portraits of Viking*s descendants. 

Richard Bigland: Many, many, many Bigland portraits look down at you wherever you 
go. As you go up the stairs they all frown at you or smile at you, depending on what sort 
of mood you happen to be in. 

Kate Bigland: It is the most extraordinary setup. It is like living in a novel in a funny 
way. I mean, it is very odd for people— you know, for one family to stay for so many 
years. 

Murphy: Richard thinks one family member is still here. 

Richard Bigland: The house has got a ghost. Fm not sure whether it's a good thing or a 
bad thing to tell people. All the villages here, everybody knows about the White Lady at 
Bigland Hall. I can remember in the noise of her dress which was dragging on the stairs 
because it was a long dress but when I looked around, she wasn't there. I had just seen 
the White Lady. 

Murphy: Richard tried to make a commercial go of the lake, fishing, wind surfing, but 
nothing panned out. The estate is just too large for one family to manage these days. 

:Richard Bigland: Bigland was never a place that one made one*s money at. It was a place 
khat one— one enjoyed when one felt that one liked to be quiet and away from it all. 

Murphy: There was a Bigland who made it big in America, George Bigland. He started 
the Pony Express and was a founder of the Mormon Church. 

Richard Bigland: He was a blood brother of the-of the Sioux Indians. And 
he-when-when he did come back to England, he brought quite of lot of his relics with 
him. And George is the one in the ^ckct. And in fact, that very jacket of George's is 
still here that he used to wear, with tassels and all. And as a child, I used to wear that 
too, sadly. I say that sadly because maybe it might have been in slightly better order. I 
don't know. 

Murphy: These are reflective days at Bigland Hall. 

Richard Bigland: I have thought about this at great length. The last six months of my 
life here have been dreadful. Debating things like, *How could you possibly do this? 
You, Richard Bigland, after 866 years? How could you sell it? How could you get rid of 
it?' 

Kate Bigland: For Richard, I'll feel quite sad, but for the sake of the kids, they'll grow 
up in the real world, rather than a very protected environment, which actually this is. 

Richard Bigland: The sadness is that unless, of course, the future purchaser of this place 
changes his name to Bigland, there won't be a Bigland living here any more, which is a 
real shame. 
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Murphy: For "Today," Dennis Murphy, NBC News, London. 

Gumbel: Coming up on 8:40 on this Thursday morning. Katie is back in just a moment to 
talk cameras with the gadget guru, right after this. 

Katherine Couric, co-host: 

Years ago, finding an easy-to-use, high-quality camera was a real shot in the dark. But 
today, with all the inexpensive hi-tech electronics available, even the most basic camera 
will more often than not give you terrific, goof-proof pictures. Our own gadget guru, 
Andy Pargh, is here this morning with all kinds of ways to preserve that special moment. 
Those times of your lives, 

Andy Pargh (The Gadget Guru): Oh, they are and you know, they are getting not only 
easier to use but now cameras are taking better pictures than ever. 

Couric: Well... 

Pargh: 1*11 give you an example. You know, nobody likes to get their pictures back from 
the processor with red eyes. Today's cameras have new circuitries and designs that 
re-reduce red eye to an all-time minimum. 

Couric: This guy has red eye. 

Pargh: He has red eyes. It was not... 

Couric: Red pupils. 

^Pargh: ...taken it with one of the— with one of the cameras we have here— here today. 
Basically what causes red eye-when the flash goes off. you know, in-in your face it 
illuminates the blood vessels in the back of your eye-in the back— in the retina. That*s all 
you are seeing, illuminated blood vessels. So some camera companies such as Olympus has 
a camera like this one-if you*d like to take a picture. What it does is right before the 
flash it will burst about 20 or so-20 to 30 strobes. 

Couric: Smile, Bryant. 

Pargh: So the strobes are designed to reduce the pupil size. Let's see. It— it*s funny. We 
are under the lights, so the flash didn't go off here. 

Bryant Gumbel, co-host, off camera: 

Where's the strobes? 

Couric: Oh. 

Pargh: We have to do it a little in the dark here. Bring it down. I guess the problem is 
we have too much light. 

Couric: Oh, that's OK. We'll do the strobes later... 
Pargh: See, this-this-this camera is extremely smart... 
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Couric: ...in the dark. 

Pargh: ...and it knows when, you know, when it does not have enough light for the flash. 
Couric: It is smarter than we are, huh? 
Pargh: It really is. 
Couric: OK. 

Pargh: But this does have a strobe. You will just have to trust me on that one. 

Couric: OK. Now they.*. 

Pargh: But this is the Stylus from Olympus. 

Couric: ...saying try it because they've... 

Pargh: OK. 

Gumbel: Turn the lights down. 

Couric: ...dimmed the lights, Andy. 

Gumbel, singing: When the lights go down low. 

Pargh: Oh. We'll try it over here. We are not getting it Too much light. 
Gumbel: Nice camera, Andy. 

Pargh: When the pictures come back we'll see if it works. 

Couric: It really does work, ladies and gentlemen. OK. What's next? 

Pargh: But-but that's the Stylus from Olympus. It sells for $225. Now one thing that's 
important to note about cameras-today I will be quoting suggested retails. All cameras 
can be found for about 25 to 40 percent less than suggested retail. They are extremely 
discounted items. This... 

Couric: At various stories around the country? 
Pargh: At various... 
Couric: OK. 

Pargh: Yeah. I would go discounters, catalog showrooms, those type of places... 
Couric: OK. Great. 

Pargh: «are your best camera deals. This camera, the Kodak star 935, removes the flash 
from the lens and that is their method of reducing red eye. This unit sells for about $80. 

Couric: Well, that's good. 
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Pargh: OK. And... 

Couric: And this is an idiot-proof camera? 

Pargh: Yeah. That is real idiot-proof. You put the film in and you go. Now one of the 
more unique cameras this year is-this is the Fuji Discovery 3000. It sells for about $430. 
But this has one of my-my favorite features I've ever seen. It's called auto prewinding. 
And I know-let me ask you a question. Have you ever accidentally or inadvertently 
opened the back of a camera and exposed a roll of film? 

Couric: You know, I have, Andy, and I hate when that happens. 

Pargh: Well, it's-itV-ifs-ifs horrible. 

Couric: And this.« 

Pargh: With auto prewinding, it won't because what it does— as soon as you load the roll, 
it automatically advances it to the end of the roll and then takes the pictures backwards. 
So as soon as you've taken the picture, it goes inside the cannister where it's safe. 

Couric: You're saying this one is for real idiots? 

Pargh: This is— Katie— Katie, try it on for size. 

Couric: OK. 

Pargh: But it also— it has a dual flash. 
-Couric: I'll take you this time, Andy. 

:Pargh: OK. It has a dual flash system on there. One flash is for your pref lash and the 
other is for illumination and a great camera. It's-it's-it's not like a pair of binoculars. 

Couric: Is this an auto focus? 

Pargh: Yes, it is auto focus. 

Couric: Because Bryant is looking pretty blurry right now. 
Gumbel: Pink-eyed, right? 

Pargh: OK. What-what you do— put your finger down on the button one time. That will 
put it in focus. 

Couric: OK. Cool. 

Pargh: And go from there. Oh, did you«. 

Couric: I think there was something in front of the camera but who knows, Andy? We'll 
see_ 

Pargh: I think your finger was.« 

Couric: „.when wc-when I get it developed. 



Today 

May 16, 1991 / 7:00-9:00 AM EDT 



Page 42 



Pargh: ..;right in front of the sensor, but... 
Couric: OK. No problem. 

Pargh: ...you know, a little bit of practice and you should be...(unintelligible)... 
Couric: OK. 

Pargh: Now this Photsure from Canon-now Bryant said this was his favorite camera out 
here. Other than just its unique shape and--and style with the zoom lens, it has an 
infrared remote control where--to turn power off and on. OK. Let it reset back here. We 
will give it just a moment*-and it doesn't want to work for us right now. 

Gumbel: It worked earlier. 

Couric: But it...(unintelligible)...really works. 

Pargh: We are batting 1,000 right now. 

Couric: It did... 

Gumbel: But show how the lens cap has the... 
Pargh: OK. And... 
Gumbel: .*.thing there. 

Pargh: One of the—the flash is built inside the lens cap and it conceals right there. This 
unit sells for about $S4S, has a caption mode on it and it*s new from Canon. 

Couric: That's pricey. 

Pargh: Do you want to see something really unique. Put this one»let*s turn it on first. 
Couric: Good idea. 

Pargh: OK. And letV-let's put this right up to your eye and see what happens. This has 
an... 

Couric: Oh, wow! 

Pargh: ...infrared sensor by your eye. As soon as... 
Couric: It automatically... 
Pargh: ...you put it up, it automatically... 
Couric: »zooms in. 

Pargh: It-it frames your subject. So it makes it even easier. It still has a 35 to 105... 
Couric: Oooh! Makes a lot of... 
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Pargh: ...zoom lens... 
Couric: ...weird noises. 

Pargh: .„and it does have the red eye reduction. The dual flash. 
Couric: Right. 

Pargh: And that's new from Nfinolta. 
Couric: A—a must. OK. 
Pargh: OK. Now, loading film. 
Couric: Oooh! OK. All right. 

Pargh: They make lots of noises. Loading film. This is the Fuji mini-dual date drop-in 
film loading. It doesn't get easier than this. The film is loaded. 

Couric: Oh, great! So you don't... 

Pargh: This you... 

Couric: ...even have to line up the little.» 
Pargh: You don't have to open it up. 
Couric: ...perforations. 

^argh: And this also has the auto prewinding. 
"Couric: Cool. 

Pargh: So it's going to the rear of the roll right now. 
Couric: OK. Will it just do it's things 
Pargh: It just keep on going. 
Couric: .„and just move on. 

Pargh: Now if you have ever gone to a party, don't you hate to be the one who is stuck 
taking the pictures? Well, this is Konica's new Compie and what this does-it has a 
microphone inside here and it listens for bursts of sounds... 

Gumbel: Yo! 

Pargh: So what we'll do. we'll go, *Hello.' And what it will do-it listens for bursts of 
sound such as laughter. 

Couric Hey! We are having so much fun. Take our picture. S^, there you go. 

Pargh: And it— it takes the pictures and then it automatically pans 100 degrees to get 
another shot 
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Courier And do the little... 

Pargh: So you can put it in the corner of a party... 

Couric: ...saddle shoes come with this, Andy? 

Pargh: Yes, they do. Those are not sold extra. 

Couric: Very attractive. 

Pargh: They only come in brown and white. 

Couric: OK. Now these are di— let's quickly. 

Pargh: OK. We... 

Couric: Disposable camera. 

Pargh: ...we have single-use cameras. They're disposable. They come in a wide variety. 
You have, for example, the weatherproof one which is— can go seven feet under water, 
sells for about $15... 

Couric: OK. 

Pargh: ...to the stretch cameras... 

Gumbel: You promise to take a picture of this for me? 

Pargh: ^which sell for about $15. And we just have a couple of examples here. The 
stretch cameras are the ones that you get the wide panoramic shots. 

Couric: OK. Great. Andy, thanks a lot. 

Pargh: Thank you. 

Couric: Thanks for giving it a shot. Get it? Don't go... 
Pargh: Oh. That's a good one. 

Couric: ...don't go away. We've got ice cream coming up. This is "Today" on NBC. 
Bryant Gumbel, co-host: 

With the temperatures climbing into the 80s this week, we thought it a good excuse to get 
in an ice cream spot. We invited Debbie Lawrencels to join us here in-studio. She is a 
recipe developer for Haagen-Dazs. 

Debbie, good morning. 

Debbie Lawrencels: Good morning. 

Gumbel: What does a... 



Today 

May 16, 1991 / 7:00-9:00 AM EDT 



Page 45 



Lawrencels: Thank you for having me. 

Gumbel: .„rccipe developer do? Give me a job description first off. 

Lawrencels: Well, I sit and I play with ice cream all day. I make a lot of different 
recipes. 

Gumbel: They pay„. 
Katherine Couric, co-host: 
Sounds fun to me. 
Gumbel: ...they pay you for this? 
Lawrencels: I pay-get paid. 
Gumbel: OK. 

Lawrencels: I actually just make a lot of recipes and train people how to make them. 
Gumbel: Train Katie. 

Lawrencels: Which is why weVe here today. 
Gumbel: What is Katie going to make? 

Lawrencels: We are here today-you are going to make a yogurt fruit shake. 
Couric: Yce haw! 

Lawrencels: A delicious yogurt fruit shake. 
Couric: OK. 

Lawrencels: Fm going to ask you to take this scooper and then scoop a nice big scoop. 
Oh, you need more than that. 

Couric: OK. It's a big... 

Lawrencels: Yeah. This is a low-fat product though, all natural. And weVe going to put 
more in. Great. That's great. Even more. 

Couric: I used to do this, you know, when I worked... 

Gumbel: Oh, sure you did! 

Couric: ...in the su... 

Lawrencels: You're doing great-you're... 
Gumbel: It's obvious. 
Couric: I— I used to be a... 
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Lawrencels: OK. That's enough. 
Couric: Is that enough? OK. Good. 

Lawrencels: That*s plenty. That*s great. So, now you're going to add some milk. We're 
going to add some skim milk... 

Couric: Skim milk. Good. 

Lawrencels: ...to keep it a little bit... 

Couric: We want-this is a healthy ice cream confection if you didn*t notice. 

Lawrencels: Healthy. Very good in potassium. We're going to--wc're going to add some 
bananas... 

Couric: Bananas. 

Lawrencels: .»here. We're ad«adding one banana. This is going to make a portion for 
two. 

Couric: OK. 

Lawrencels: We*re going to add some strawberries. 
Couric: Some strawberries. 

Lawrencels: Three fresh strawberries and of course you could substitute any fruit that 
you like. 

Couric: Like blueberries. I like blueberries and peaches actually. 
Lawrencels: Sure. 
Couric: Now.„ 

Lawrencels: And now, this is just a little bit of... 
Gumbel: Vodka! 

Lawrencels: ...syrup we're going to add. 
Gumbel: Oh, syrup. Tm sorry. 

Couric: Oh, this is corn syrup. But I would rather not put that in. Do I have to? 

Lawrencels: No, you don't have to. 

Couric: Because it is just added calories, Debbie. 

Lawrencels: That's true. OK. 

Couric: All right. Now what do we do? 
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Lawrencels: Very few calories, but it sweetens the strawberries a little bit, but that's OK. 
Couric: But I think that*s sweet enough. 
Lawrencels: That's great. 
Couric: OK. 

Gumbel: Strawberries are going to be bland if you don't put some. 

Lawrencels: That's fine. 

Couric: No, It will be fine. 

Lawrencels: That's fine, 

Couric: Just you wait. 

Lawrencels: Now... 

Couric OK. 

Lawrencels: Got to make sure it is on good and tight. 
Couric: OK. Ready? Let her rip! 

Lawrencels: We're going to put that on for 20 seconds. Let it rip! 
^ouric: These are»these are great for breakfast. I do this for breakfast a lot. 
Lawrencels: Great. 
Couric: OK. 

Lawrencels: OK. You can turn it off, 
Al Roker reporting: 

You could even put bacon and eggs in there, couldn't you? 
Lawrencels: OK. 

Couric: Sometimes I use just regular yogurt too instead of ice cream, you know... 

Lawrencels: This is delicious. 

Couric: ...instead of frozen yogurt, rather. 

Lawrencels: This is absolutely delicious. 

Couric: OK. 

Lawrencels: This is actually less than 270 for the cup. 
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Courier Whoops. 
Lawrencels: Ooops. 

Couric: Didn't quite blend it all» did I? 
Lawrencels: OK. 
Couric: OK. 

Lawrencels: That*s beautiful and you*re going to garnish it because that makes nice 
summer entertaining. 

Gumbel: Oh, what a garnish! 

Couric: Isn't that pretty? 

Lawrencels: That is very lovely. 

Couric: There you go. Voila. Put a little straw... 

Lawrencels: And a little straw. 

Couric: ...there and we're good to go. 

Gumbel: Taste^ 

Lawrencels: And why don't you take a sip? 

Couric: OK. It's good but that big glob is stuck in the straw and so I really didn't get 
any. So... 

Gumbel: All right 

Couric: «kcep— you guys go on. 

Gumbel: Debbie— Debbie* before I cook, what is the worst recipe you ever tried to come 
up with? 

Lawrencels: Oh, I think champagne with grapes and yogurt. 
Gumbel: It didn't sell? 

Lawrencels: No. Well, we didn't make it for the-you know, we had-we had been 
practicing and testing for home use and... 

Gumbel: OK. What am I making here? 

Lawrencels: OK. You are making a banana split. A classic.^ 

Couric: All right. 
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Lawrencels: ...banana split. Here is your banana and what we*re going to ask you to do is 
hold that in the palm of your hand. You can leave that peel right on there. 

Gumbel: You're kidding. I eat the peel too? 

Lawrencels: You-we are going to cut it fancy. We're going to make it into quarter inch 
slices... 

Couric: Roughage. 

Gumbel: Oh, just quarter inch. 

Lawrencels: ...like this. Yeah. 

Gumbel: This is trouble. 

Lawrencels: OK. 

Gumbel: Oh. like this! 

Lawrencels: And you can put it right into the dish, but you're only going to put in half 
because you want a good eating experience. You want half of the bananas at the bottom. 
That's great. Now you can... 

Couric: Look how gingerly he's slicing that. 

Lawrencels: ...put that down. That's beautiful. He is an expert master... 
Gumbel: Obvious. 

E^awrencels: ...banana slicer. Now you're going to hold this very large dish and come over 
here to the... 

Gumbel: Katie, scoop me some ice cream, will you? 
Lawrencels: ...dipping cabinet. 
Couric: Yeah. What kind? 
Gumbel: Use the cookies and cream. 
Lawrencels: ...dipping cabinet. 

Gumbel: Give me a little bit of everything, all right? 

Couric: Cookies and cream? 

Roker: Use the cookies and cream. 

Couric: Debbie, I think we need scoops that have... 

Gumbel: More cookies and cream. Very good. 

Couric: «.can hold». 
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Lawrencels: These are... 
Courier ^.more ice... 

Lawrencels: ...special scoops. These are... 
Gumbel: These are terion scoops. 
Lawrencels: ...these are... 
Couric: These are cheap scoops. 
Lawrencels: Here. Try this. 

Couric: This is like you don*t get enough in your scoop scoops. 
Lawrencels: No. 
Gumbel: OK. 

Lawrencels: You're going to do this. 
Gumbel: Give me some vanilla. 
Lawrencels: You*re going to right... 
Gumbel: You know... 

Lawrencels: ...around the side of the can. That's good. 
Couric: What do you want? Vanilla. 
Gumbel: Yeah. 

Lawrencels: These are special scoops that are teflon-coated. 

Couric: Really? My— my forearms got very big... 

Gumbel: She's putting her hands on it! 

Couric: ...the summer I did this. 

Lawrencels: Looks...(unintelligible.) 

Couric: I'm sorry. Tm sorry. I'm sorry. 

Lawrencels: Now we're going to teach you a little trick here. 

Couric: I washed my«. 

Gumbel: That's good. That's good. 

Lawrencels: We are going to teach you a little trick. We want to make a little X-mark... 
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Courier Excuse me? 
Lawrencels: ...at the top. 
Gumbel: How do you do that? 

Lawrencels: Make a little X-mark, a little gentle X*mark. And that holds the toppings 
from falling all the way down. We call it a resting spot for the toppings. 

Gumbel: Works...(unintelligible)... 

Lawrencels: That's a resting spot. Yeah. Now, you have your choice today of strawberry 
topping or hot fudge. 

Gumbel: Hot fudge. 

Roker: Yes. Yes. 

Lawrencels: Hot fudge. Do it. 

Courier How about both? 

Lawrencels: You can actually put them both. Sure. 
Couric: Don't you want to put strawberry on one? 

Lawrencels: And you want to push-put it on attractively which you are doing a 
wonderful job at. 

Gumbel: You want me to circle it too or what? 
Lawrencels: Oh— oh, just do it. 
Roker: Drown it! 
Lawrencels: That's great. 
Gumbel: Yeah. Yeah. 

Couric: Don't most people know how to do... 
Lawrencels: That's great! 

Gumbel: Obvious. Oh, yeah. It's really worth thc...(unintelligible).,. 

Lawrencels: Now-well, you see how that fudge stayed right on top because of that little 
X-mark. 

Gumbel: Yeah. 

Couric: Great. 
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Lawrencels: Now wc*re into whipped cream. You have your choice today between vanilla 
whipped cream or chocolate whipped cream and you want to... 

Courier Choc--do chocolate whipped cream, Bryant. 

Gumbel: I don*t like chocolate whipped cream. 

Courier I've never seen it before. 

Lawrencelsr ...shake it. Shake it. Shake it. Shake it. Shake it. 
Courier No? You're not a chocolate fan? 
Gumbelr Whoa! Yes! 

Lawrencelsr And now you are going to turn it all the way upside down. This of course... 
Gumbelr Do you want me to take this off? 

Lawrencelsr ...this plastic thing--OK. No. You're going to leave that there. 
Gumbelr Oh. Oh, boy. 
Lawrencelsr So... 
Gumbelr That*s right. 

Courier It's a— it's the wrong direction. You're just about to pour it... 
Gumbelr Oh, I see. Like this. 

Lawrencelsr OK. You*re going to hold it all the way upside down. 
Courier ...(unintelligible)...by mistake. 
Gumbelr Like this? 

Lawrencelsr That's it. Now, you're going to turn and let some ice cream show because 
you still want it to look pretty. 

Gumbelr All right. 

Lawrencelsr So you're going to go around in a circular motion. Oh, goodness! 
Courier Wow! That's-whoa! 

Lawrencelsr That's very good. To practice peaks. Very lovely. You are quite good at 
whipped cream. OK. Now, you have your choice today between chocolate cookie crunch 
and roasted almonds. 

Gumbelr AI is eating this. 

Lawrencelsr Always want to... 
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Gumbel: What do you want? 

Roker: The chocolate cookie crunch... 

Gumbel: Chocolate cookie crunch. 

Roker: I think would be... 

Couric: You don*t want nuts? 

Gumbel: Vm not eating it. 

Roker: No. Thafs OK. 

Couric: OK. OK. No. Tm asking Al. 

Lawrencels: Oh, lovely. You always have to make it look very attractive. And now for 
the final touch, we're going to ask you to garnish the strawberry. You always want to 
pull back this little greenery like a punk rocker. That looks good. Gives it a personality, 
you see? And now we*re going to slice this... 

Gumbel: Oh, you have to slice it? 

Lawrencels: Yes. We're going to... 

Gumbel: X it again? 

Lawrencels: We're going to slice it like this. Just a long-about five slices right down. 
Gumbel: Oh. 
Couric: Like that. 
Gumbel: Oh, I see. 

Lawrencels: Right down. Five slices. And then wc want to just fan it open. 

Gumbel: OK. Look, Fm going to-I'm going to take a break right here and then we're 
going to come back and Al's going to eat this. OK? 

Lawrencels: Great. 

Gumbel: Don't go away, Debbie. 

Lawrencels: Great. Thank you very much. 

Gumbel: Hang on just a sec. We're back in just a moment. This is "Today" on NBC. 
Lawrencels: Thank you. 
Gumbel: Monsieur Albert. 

Roker: Thank you. Gimme. Gimme. Gimme. Give me that! Give me that! Give me 
that! 
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Al Roker reporting: 
Here. 

Unidentified Man #1, off camera: Fifteen. 

Unidentified Man #2, off camera: Fifteen. 

Katherine Couric, co-host: 

How much time? 

Faith Daniels* anchor: 

Want some on your side too? 

Roker: Sure. 

Man #1 and Man #2: Nine, eight, seven, six, five, four, three... 
Daniels: Mmmm. Mmmm. Now that's good. 
Man #1 and Man #2: ...two... 
Bryant Gumbel, co-host: 

Debbie Lawrencels, thank you. I think you made a lot of folks happy here. 

Debbie Lawrencels: Tm glad. 

Gumbel: You guys.«(unintelligible)...for the day. 

Daniels: It*s OK by us. 

Roker: It*s a beautiful thing. 

Gumbel: That does it for us. Have yourself a good Thursday. See you tomorrow. 
Lawrencels: Thank you. 
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Rifampin 



RiStr^n Rilocina M. C^jH^N,©,,: md S 10.05. C 
' b3.69Ci. H 7.21%. N 3.46%. O 25.65%. Pre. Bclg. p»i. 
632.T70 corresp to Sensi. Maggi. VS. pal. 3;»i3.a04 (1963 
and 1967 to Lepetit ): Sensi « at. J, Med. Chem. 7. 596 
(1964). Physical and chemical properties: Maggi et at. 
FarmacoEd. Prat. 20, 147(1965). Activity data: Pmllanza et 
oL Anneimittet' Foneh. 15, 800 (1965); Monnicr. Bourse. 
PathoL BioL 16, 901 (1968). Mcuboltc studies: Fiiresx et 
aL ArzneimitteU Foneh. 15, 802 (1965): MafHi. Shialli. Toxi- 
col. Appl Pharmacol %^ 138(1966). Toxicology: Dczulian ct 
aL. ibid. 126. 




Yellow^range ppi, crystallized from benzene + hexane. 
No definite mp. begins to soften at 140r. mdts completely at 
17Cr (dec), [ojjf -48.r (c - 0.4 in methanol). Absorption 
spectrum in phosphate buffer (pH 7.38): 22Z 302. 421 om 
(€ 42.820,20.770. 16.200). LD„ in mice, rats: 2450. > 4000 
mg/kg orally; 64a 2500 mg/kg s.c.; 320. 535 mg/kg i.p.; 
315. 380 mg/kg i.v. (Dczulian et at. loc ciu). 

THERAP CAT: Antibacterial. 

8007. Rifampin. y6,9J7J9.2I^Hexahydroxy23-meth' 
oxjr- 2.< i 8,20,22- heptameihyl- 8- fS' (4* methyl- 1 -piper- 
azinyhjormimidoyi}' 2, 7- (epoxypentadecafl, n,l3Jtrienimi- 
no)naphtho[2,l-hJfuran-Uli2Hhdione 22'aeetote: 3-[(4. 
methyl- l>piperazinyl)iminomeihyl)fifaraycin SV; rifampidn: 
rifaldazine; rifamycin AMP; R/AMP: Rifa; Rifadin; Rifa- 
dine; Rifaldin: Rifoldine; Riforal; Rimactmn. C^jHuN.O,^ 
mol wi 822.96. C 62.757o. H 7.10%. N 6.81%, O 23.33%. 
Semisynthetic antibiotic obtained by reacting 3-fonnylrifa- 
mycin SV with 1 -amino-4-methytpiperuine in tetrabydro- 
furan. Prepn and structure: Maggi ei oL Chemotherapio \X, 
285 (1966); Neth. pat. Appl. 6,509^1 corresp to Maggi. 
Sensi. VS. pit. 3,342,810 (1966. 1967 to Lepetit). Chcmica) 
and biological properties: Furesz, Anttbiot. A Chemother. 
(Basel) 16, 316 (1970). Activity studies and clinical surve>>: 
Arioli rf al, Arzneimittel- Forvh. 17. 523 (1967); PalUnza et 
aL, ibid 529: Bergamini. ibid. 20, 1546 (1970): Dans et aL. 
Am. J. .Med. Sci 259. 120 (1970). Metabolism: Meyer- 
Bnmoi « oL, Int. Congr. Chemother. Proc.. 5ih, Vienna 1967 
^l(2X 763;rFuresz et oL. Arzneimittel- Forsch. 17, 534 (1967); 
Maggi tt^L. ibid. 19, 651 (1969). Comprehensive reviews: 
Binda e;^; idttf. 21(12a). 1907-1978 (I97I): Lester. Ann, 
Rey. Aficrofr/oZ 26, 88-102 (1972). 




OH OH 




CH — N— S 



Red lo orange platelets from acetone, dec 183-lSfr. 
Absorption max (pH 7.38): 237. 255. 334. 475 nm (c 33.2(X}. 
32.100. 27.000. 15.400). Rifampin is a "z»-itierion" with 
pKa 1.7 related to the 4.hydroxy and pKa 7.9 related to the 
3-pipcrazine nitrogen. Very stable in DM SO: rather stable 



in water. Freely sol in CHjCl. DMSO: in ethyl acetate, 
methanol, tetrahydrofuran: slightly sol vatcr (pH < 6>[ 
acetone, carbon tetrachloride. LD^ in mice, rats: 858. l6<>ti 
mg/kg orally: 26a 330 mg/kg i.v.: 620. 533 mg/kg i.p. 
THERAP CAT: Antibacterial: antttubercutar. 

8008. Rifminydiu. Rifomydns. Croup of antibiotic^ 
characterized by a natural ansa structure (chromophoric 
naphihohydroquinooe group spanned by a long aliphatic 
bridge) not previously found in other known antibiciics. 
Isolated from the fermentation broths of Streptomyces medi. 
lerronei: Sensi et aL, Antibiot. Ann. 1959-1960. p 262. 
Among rifamydns. rifamydn B. O. S. and SV »re the more 
studied members. Prepn of rifamydn B derivs: Sensi et at 
VS. pat. 3313,604 (1967 to Lepetit). Structure: Prelog.' 
Pure AppL Chem. 7, 551 (1963); Chemotherapia 1 , 133 
(1963); Oppolzer et aL. Experientia 20, 336 (1964); Oppolzer. 
Prdog. Helv, Chim. Acta 56, 2287 (1973). Review, including 
rifamydns B. C D. E. O. S. SV, and X: P. Sensi. "A Family 
of New Antibiotics. The Rifamydns** in U. Callo. L. San- 
tamaria's Research Progress in Or^nic- Biological <fi Medi- 
cinal Chemistry vol. 1 (Sodeta Edit on ale Farmaceuiica, 
Milano. Italy. 1964) pp 337-421: Riva. Silvestri. Ann. Rev 
MicrobiU 26, 199-224 (1972); Wehrli. Staehdin. in Antibiot- 
ics vol. 3, J. W. Corcoran. F. E. Hahn, Eds. (Springer-Ver- 
lag. New York. 1975) pp 252-268. 




Rijamyein AMP. See Rifampin. 

Rijamyein B. Cj^^NO^. R « — OCHjC(DOH; R' 
—OH. Ydlow prismatic needles from benzcDC, mp yxT 
(dec 160.164*). MP -ir (methanol). Absorption max 
(phosphate buffer coin pH 7.3): 223. 304. 425 nm (E£ 555. 
275, 220). Dibasic add. Very stable. SoIubUities: water 
0.027% (w/w). methanol 2.62%, ethanol 0.44%. LD^j in 
mice: 2040 mg/kg i.v.; > 3000 mg/kg i.p.. s.c. and orally. 

Rijamyein O. C„H4,NO,,. R w (1.3^ioxolan-4.on).2- 
yl: R' » — O. Prepn: Sensi et aL, Formaeo Ed. Sci. 15, 228 
(1960); Umezawa. Japan, pat. 15.518('66), CA. 66, lS83v 
(1967). Pale yellow crystals from methanol, mp 300* (dec 
160r). Also reported as mp 180-185' (Umezawa). (a]" 
•f-71.5* (c ot 1 in dioxane). uv max (methanol contg 5^ 
acetate buffer soln pH 4.62): 226. 273. 370 nm (EJ^ 365. 
440. 60). Weak add. Practically insol in dil adds and wa- 
ter. Slowly sol in alkaline soln with red-violet color. Sol in 
acetone, tetrah.arofuran: slightly sol in methanol, ethanol. 
ethyl acetate: practically insol in ether, pctr ether. 

Rijamyein i C^H^jNO,,. R « R' = »0. Activation 
product found m solns of rifamydn B and rifamycin O. 
Sen« et aL. Expenentia 16. 412 (I960). Ydlow -orange crvs. 
taK from methanol, dec 179-181'. [a]^ -476* (c = Cl'm 
methanol). Absorption max (phosphate buffer soln pH 7..*i: 
317, 525 nm (EJ^ 426. 62). LDj^ in mice: IZZ mg/kg i.v.: 
258 mg/kg i.p.: 3000 mg/kg orally. 

Rifamycin SV. Srr separate entr>-. 

Rijamyein .V. C,.H^Np„. R = «=N-=rN-. R' = 
«0. Prepn: Greco ct aL. Farmaco Ed. ScL 16. 766 tl061). 
Ydlow cr>'stais. no definite mp, dec 135-I4(r. Unstable to 
light, (alg* ■r49l.r (c r= 0.981 in dioxane). Absorption 
max (acetate buffer soln): 286. 317. 402 nm (E|^ 400. 362. 
195). Practically insol in «*ater: sol in methanol, ethanol. 
ethyl acetate, benzene. 

Sotc: Rijamyein AC is » condensation product of rifamy- 
dn O and aminoguanidine: Sensi et aL, Antibiot. & Chemo- 
ther. 12, 448 (1962). 

THERAP CAT: Antibacterial. 
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$009. Rifamycin SV. 
methojy 2,4. / >. / 6. / If. 20. . 
^ecafl.l I. I.^Jtrieniminttfnu 
0me 21 -acetate: rifomycin s 
cyn. Cj^H^^NO,,: mol wi 
2.01%. O 27.52%. I»repn: 
(i960); Farmocxx Ed. Sci, 
review: Bergamini. Fowm 
1002 (1965). For general . 




Yellow-orange crystals, 
(methanol), uv max (phos: 
314. 445 nm (E|;i 586. 32. 
sol in water, petr ether: stu 
tol in methanol, ethanol. 
st>bstitute. such a.s ascorh.. 
solns of rifamydn SV to |v> 
mydn S. 1-Dj(, in mice: 
2120 mg/kg orally. 

Sodium salt. Chibro-k^ 
SoJy in water pH 7.2: — > 

THERAP CAT: Antibacten.. 

8010. RtUan0. Rilsan 
made from a polymer of 
from castor oil. 

SOU. Rimtterol. 4-(h 
bentenediol: enrrhm-o- f J.- 
methanol; erythro-^.A-{iih^ 
not. CpH,,NO,: mol wi 
6.27%. b 21.507i^. Prepi. 
2,024.049 0 970 to Minnesi 
Kaiser. Ross. Ger. pat. 
3,705.169 (1971. 1972 to S -^ 
erocycL Chem. 9. 1049 (1 9^ 
Arch. Int. Phormacodyn. 
Turner. J. Clin. Pharmocv* 
ger, Brit. J. PharmacoL 45. 



Crv'stals from cihyj acct 
Hydrobromidc. C,.H„,b 
White powder, mp 22Cr \c 
THERAf* CAi: Bronchodi. 

8012. Riroocidin'S. a 
Streptomyces rimoxus a 1 01. 
from fermentation broth 
butanol: DaftsNon ei a. 
(1951): Seneca ct oL. ibid. 
pat. 2W.401 (I960 to Ft 
aL, J. Am. Chem. Soc. 87. 

Contains basiic and acia: 
+ 116' (pyridine), uv ma.v 
318 nm. Slightly sol in w. 
crysi sodium salt was pr 
methanol. 

Sulfate hcpiahydratc. la: 




:>MSO: sol in ethyl aceutc 
Miy sol in water (pH < 6). 
D^in mice, rats: 838. 1668 
v.; 620. 533 mg/kg i.p. 
titubcrcular. 

ins. Group of antibiotics 
a structure (chromophoric 
anned by a long aliphatic 
t other known antibiotics, 
roths of Streptomyccs medi* 
. Attn. 1959-1960, p 262. 

O. S. and SV are the more 
nycin B derivs: Sensi et aL._ 
!petit). Structure: Prdog. 
-^3); Chtmotherapia 7, 133 
ia 30. 336 (1964); Oppolzer, 
' ( 1 973). Review, including 
:md X: P. Sensi. "A Family 
-cins" in U. Gallo. L. San> 
.'>rgonie- Bioiogicat A Medi' 
•- Editonale Farmaceutica. 

: Riva. Silvesrri. Ann. Rev. 
ehrli. Staehdto, in Aniibiot' 

Hahn. Eds. (Sprtnger>Vcr> 




; « — OCHjCOOH; R' - 
cs from benzeDC^mp 30Cr 
■Mhanol). Absorption max ' 
123. 304. 423 nm (E>« 533, 
:<table. Solubilities: water 
. ethand 0.44%. LD^ in 
mg/kg i.p.. S.C.. and orally. 

V « (1.3-dioxolan-4K>n)-2- 
i/.. Formaco Ed. ScL 15. 228 
» 5,5181 '66). OA. 66, I383v 
*m methanol, mp 3CXr (dec 

HO. 1 85* (Umcrawa). {o]g 
' max (methanol contg 5% 

26. 273. 370 nm (£{» 365. 

V tnsol in dil acids and wa- 
vith red-viotet color. S<^ in 
y sol in methanol, ethanol. 

ether, peir ether. 

K R' n ..O. Activation 
niydn B and rifamyctn O: 
1 960). Yd low .orange crys* 

" +476* (c = O.I in 

•>xphate buffer soln pH 7.3): 
>^ in mice: 122 mg/kg i.v.: 
• ily. 
ntry. 

R « =N*=N-. R* « 
taco Ed. Sri 16. 766 (1061). 
dec 135-140'. Unstable to 
I in dioxanc). Absorption 
M7, 402 nm (EJ* 40a 362. 
: M»l in oMthanol. etbaool. 

tensation product of rifamy- 
et aL. AntibiOL a Chemo- 



Robenidine 



8016 



8009. Riftmycin SV. $.6^,1 7,19,21- Hexahydrvxy^l^- 
methoxy 2,4. !2,I6J«„ 20, 22' heptamethyl- 2, 7- (epoxypenta- 
decaflJI* iJJtrienimino>naphthof2, l-bl/uron- t, / u '2H)-di- 
one 21-acetate: rifomycin SV; rifamidne SV; Rifocin; Rifo- 
cyn. C,7H<,NO,,; mol wt 697.80. C 63.69%. H 6.70%. N 
2.01%. O 27.52%". Prepn: Scnsi et aL Experientia 16. 412 
(1960): formaco. Ed. ScL 16, 163 (1961). Comprehensive 
review: Bergamini. Fowst. Arzneimittei- Fonch. 15. 951- 
1002 (1965). For general refs see Rifamycins. 




Yellow^orange crystals, mp 300" (dec 140"). (aj» -4* 
(methanol), uv max (phosphate buffer soln pH 7.3): 223. 
314. 443 nm (£>^ 386. 322. 204). Acid reaction. Slightly 
sol in water, petr ether: sol in ether, bicarbonate soln: very 
sol in methanol, eihanol. acetone, ethyl acetate. A reducing 
substitute, such as ascorbic acid, should be added to aq 
solns of rifamycin SV to prevent its transformation to rifa- 
mycin S. LD^ in mice: 350 mg/kg i.v.; 623 mg/kg i.p.; 
2120 mg/kg orally. 

Sodium salt. Chibrth' Rifamycin. Orange *red crystals. 
Soly in water pH 7.2: ^5 g/lOO ml. 

THERAf CAT: Antibacterial. 

8010. RiUmii0. Rilsan nylon 11. A nylon type of flber 
made from a polymer of 1 1 -aminoundecanoic acid derived 
from castor oil. 

801 1. Rimiterol. 4- {Hydroxy- 2- piperidinyt methyl)- 1, 2- 
ben zen ediol; eryth ro-a *<X4-d ihydroxyph enyl h 2- pipe rid ine- 
methanol: eryiAro 3.4Hlihydroxy phenyl '2 •piperidinylcarbi. 
nol. C,jH„NOj: mol wt 223.28. C 64.55%. H 7.68%, N 
6.27%, O 2I.5()%. Prepn: Sankev. Whiting, Gcr. pat. 
2.024.049 (1970 to Minnesota 3M). 74. 14l555z (1971): 
Kaiser. Ross. Ger. pat. 2,047,937 corresp to U.S. pat. 
3,705.169 (1971. 1972 to SK & F): Sankey. Whiting. J. Het- 
erocycl CAem. 9, 1049(1972). Pharmacology: Carney et aL. 
Arch. Int. Pkarmocodyn. Then 194. 334 (1971); Griffin. 
Turner. J. din. PharmacoL 11, 280 (1971); Bowman. Rod- 
ger. BHl J. PharmacoL 45. 574 (1972). 




Crystals from ethyl acetate, mp 203-204*. 
Hydrobromide. C,jH„BrNO,. R 79H, WC 253. PulmodH. 
White powder, mp 22(r (dec). 
TitCRAP CAT: Bronchoditator. 

8012. Rimocidio0. Antibiotic substance produced by 
Sircptomyces rimosus along with Terramycin. Recovered 
from fermentation broth by extracting the mycdium with 
butanol: Davisson et oL. AntibioL d Chemother. 1. 289 
(1951): Seneca et aL. ibid. 2. 435 (1952): DavisjkMi et aL. US. 
pat. 2,963.401 (1960 to PTizer). Paaial structure: Cope et 
at. J. Am. Chem. Soc 87. 5452 (1963). 
Contains basic and acidic groups. Dec above I iCT. [a]^ 
1 16* (pyridine), uv max (80% methanol): 279. 291. 304. 
318 nm. Slightly sol in »-atcr. acetone, lower alcohols. A 
cryst sodium salt was prepd by reaction with NaOH in 
methanol. 

Sulfate heptahydratc. large plates from dil methanol, dec 



151*. (o]ff -f 75.2* (methanol). Sol in water. Active against 
most pathogenic fungi, including Trichophyton gypscum in- 
hibiting them in a concn of 1-5 /ml. Also active in vitro 
against protozoa, such as Endamoeba histolytica. Trypano- 
soma cruzi. Leishmania donovani. Lcishmania tropica. 
Hemolytic for human and rabbit erythrocytes at 30 /ml. 
LD„ i.v. in mice: 20 mg/kg. 
TMERAP CAT: Antimicrobial. 

8013. RisoCfline. 4- Aminobrnzttic acid propyl ester; pro- 
pyl /Kaminobenzoate: Propaesin: Propesin: Propazyl; Rav- 
thesin. CrtHjjNOj: mol wt 179.21. C 67.02%. H 7.3r;. N 
7.82%. O 17,85%. Synthesis and properties: Biichi ct ai. 
Arzneimittei- Forsch. 18. 791 (1968). Aliernaie prepn: 
Kadaba et aL. J. Pharm. ScL 58. 1422 (1969). 



cooat-CH,cn, 
I - • J 



Crystals, mp 75-76*; pKa 2.68. Solubility in water: 1.67 
mmot/1. Fredy sol in ale. benzene, chloroform, ether; about 
7% in oils, uv max (pH 7.4): 286. 219 nm (« 17.196. 9000). 

Component of Orabiotic. 

THERAP CAT: Local anesthetic, antipruritic. 

8014. Ristocetin. Spontin: Rision. Antibiotics produced 
by the actinomycete Nocardia lurida. Ristocetin A and the 
more active ristocetin B have been differentiated by paper 
strip chromatography. Both contain amino and phenolic 
groups and sugars. Isoln. crystallizn and chemical proper, 
ties: Philip et aL. Antibiot. Ann. 1956-57. p 699: U.S. pat. 
2,990,329 (1961 to Abbott). Review: Jordan. Antibiotics 1, 
D. Gottlieb. P. Shaw. Eds. (Springer -Vcrlag. New York. 
1967) pp 84.89. Structural studies of ristocetin A: Fehlner 
et aL. Proc Nat. Acad. ScL USA 69. 2420 (1972). 

Crystalline sulfates. (o)g — I2(r to — 133* for ristocetin A 
[o]^ ~ 144* to — 149^ for ristocetin B. Soluble in acidic 
aq solns; much less sol in the neutral pH range. Generally 
inaol in organic solvents. Both components show good sta- 
bility in aq acidic solns, but are readily inactivated above pH 
7.0. Commercial prepns are mixtures of both with > 90% 
ristocetin A. 

USE: Tool for investigation of platelet aggregation: How- 
ard. Firkin. Thromb. Diath. Hoemorrh. 26. 362 (1971). 
THERAP CAT: Antibacterial. 

80 15. Ritodrine. eryth ro- p- Hydroxys -[l-Hp-hyd roxy 
phenethyikaminojethyijbenzyl atcohol: /V.(2.(;>-hydroxy- 
phenyl)cthyl)-^-(2-(/>-hydroxyphenyl).2. hydroxy- 1-meth- 
ylethyl)amine: 1 *(4.hydroxyphenyl).2.(2.(4-hydroxyphen- 
yl)ethylamino]propanot: A'-(p-hydroxyphenylethyl).4-hydr- 
oxynorephedrine. CpHj-NOj; mol wt 287.37. C 71.05%, H 
7.37%. N 4.87%. O 16.70%. Prepn: Beig- pal. 660.244 (1965 
to N.V. Philips). aA. 63. I7965h (1965) corresp lo Qaassen 
ff at.. VS. pat. 3.410.944 (1968 to No. Am. Philips). Oin- 
ical investigations: Coutinho et aL. Am. J. Obsteu CynecoL 
104. 1053 (1969): Landesman ct aL. ibid 110. Ill (1971): 
Wesselius-De Casparis *•/ oL. Brit. Med. J. 3. 144 (1971). 

HO— ^ CHOfyitCH^CHg— OH 

BO CH» 



Base, resinous mass, mp 88.90*. 

Hydrochloride. C.^HyONO,. />« 21220, Prrmpar, Prr- 
Par. mp 193-195* (dec) from ethanol -ether, uv max: 2e7.5 
nm (e 3310). 

THERAP CAT: Relaxant (smooth muscle). 

8016. Robentdinc t..i-fiixf<p-chlorw>benzvtidenekimino)- 
guanidine. C„H^a,N,: mol wt 334.21. C 53.91%. H 
3.92%. a 21.21%. N*2b.96%. Prepn: T»»mcufcik. Ger. pat. 
1.933.112 (1970 to Am. Cyanamid). C.A. 72. 001 1 3c f 1970). 
Activity studies: Kantor et oL. Science 168. 373 (1970): 



Contult the rmo index hriorr usinn this section. 
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Fact Sheet 



NAME OF CHEMICAL; Ethyl paiaihion 

REASON FOR ISSUANCE: Settlement Agreement and Voluntary Cancelation 

of Most Uses 

DATE ISSUED: September, 1991 



I. DESCRIFnON OF CHEMICAL 

Generic Name: O,0-diethyl-o-p-nitrophenyl phosphorolhioate 

iommon Name: Parathion or Ethyl Parathion 

Trade/Other Names: Alkron, Aileron, Aphamite, Bladan, Corothion, Ethyl Parathion, 

Folidol, E-605, Eosfemo 50, Niran, Orthophos, Panthion, 
Paramar, Paraphos, Paiathene, Paiawet, Phoskil, Rhodiatox, 
Sopralhion, Siathion, Thipphos 



EPA Shaughnessy Code: 057501 

Chemical Abstracts Senrice (CAS) Nmnber. 56-38-2 

Year of Initial Res'istration: 1948 

PesUdde Type: Insecticide 

Chemical Family: Organophosphate 



"^S.^^- sole n,anufae<ur« of ^chnicl active mg.edicn, (a.i.) >oid ,n 
Bayer A.G., Germany. 



n. VSZ PATTERNS AND FORMULATIONS 

Vegetable crops, field crops, orchard crops, ornamentals, and 
mosquito control. 



Application Sites; 



Types of FonnulaUons: Emulsifiable concentrates, granular.^u^; wctiable powders 

Methods of Application; Airblast, ground boom and aeriilf pplicatiori^ ■ 

Application Rates: 0. 1 to 10.0 lbs active ingredient per acre 

Usual Carriers; Petroleum solvents, clay carriers 



in. SCIENCE FINDING 
Summary Science Statement 

Parathion is a Toxicity Category I organophosphate compound which is extremely 
toxic as determined in laboratory mammals. Parathion is a potent chohnesterase 
inhibitor. Acute effects of cholinesterase inhibition can result m severe poisoning 
requiring hospitalizaaon, or even death, m chemical has also demonstrated adverse 
chronic effects such as tumors in the adrenal glands, retinal atrophy and degeneration, 
and degeneration of the sciaUc nerve. The Agency has carried out a weighi-of-thc- 
evidenw analysis and has concluded that parathion is a Group C Carcmogen (possible 
human cananogen) and that a quantitative risk assessment for carcinogemcity is not 
necessary. Parathion was not shown to be teratogenic. Human poisonings from 
parathion exposure have occurred during mixing/loading, appUcation, early reentry 
into treated fields, equipment repair and handUng, and contact with spray dnft. 
Parathion is very highly toxic to birds and aquatic invenebratev 

1. Chemical Characteristics of the Technical Material 

Physical State: ' Liquid 

Color: Brown 

Odor. GarUc-like 

Molecular weight and forraular 291.26 - C,o H,4 NO, PS 

Boiling point: 157-162 C at 0.6 mm Hg 



2 



Vapor Pressure: 

Solubility in various solvents: 



3.78 X 10'^ Torr (pure active ingredient) 
Miscible in almost all organic solvents and 
oils, only slightly soluble in water 



T w ft o lo gi ca l C h aracteristics — - 

Parathion is extremely toxic to mammals by all routes of 
exposure and is classified in Toxicity Category I (i.e. oral 
LD50 < 50 mg/kg). Parathion LD50*s = 1.75 - 15.0 mg/kg. 
Dermal and inhalation. 
Negative. 

This chemical is classified as a Group C (unquantified) 
carcinogen. >v 
Retinal degeneration and sciatic nerve degeneration 
in life-time feeding studies in the rat. 
Chronic dosing, rat: NOEL: 0.5 ppm; LOEL: 5 ppm. 
Parathion was not teratogenic at levels up to 1.5 and 16 mg/kg 
in the rat and rabbit, respectively. 
Negative. 
Negative 

3. Physiological and Biochemical Characteristics 
Mechanism of pesticide action; 

This insecticide is active by contact, ingestion, and v^r acdon, Parathion affects 
the nervous system by inhibidng the ability of an enzyme called cholinesterase (ChE) 
to break dov;n acetylcholine which helps transmit signals through the nervous system. 
" This inhibition is only very slowly reversible. When cholinesterase is inhibited, an 
excess of acetylcholine builds up and impairs the proper functioning of the nervous 
system. Symptoms of poisoning include headache, dizziness, muscle twitching, 
tremor, nausea, vomiting, intcsdnal cramps, diarrhea and general weakness. In more 
severe cases, parathion poisoning also causes blurred vision, pin-point pupils, 
tightness in the chest, labored breathing, nervousness, sweating, watering of the eyes, 
drooling or frothing of mouth and nose, convulsions, coma and even death. 



Acute toxicity: 

Major routes of exposure: 
Delayed neurotoxicity; 
Carcinogenicity: 

Chronic Effects: 

Cholinesterase inhibition: 
Teratogenicity: 

Reproduction: 
Mutagenicity: 



4. Eovironmeotal Characteristics 

A preliminary review of recently submiticd studies indicates that parathion is st2blc to 
hydrolysis with half-lives > 30 days at pH 5, 7, and 9. In laboratory conditions it is 
metabolized in soil under aerobic conditions with a half-life of 56 days. In acrobjc 
aquatic conditions parathion is metabolized rapidly with a half-life of 5.2 days. 
Under field conditions the rate of paralhipjLdiiiipiiliojLv:aries,j^^ irA 
32 days reported for studies in cotton fields in California and Missouri, respectively. 
In the Missouri study parathion was delected once in soil at the 4-8 inch depth; ii was 
not detected deeper than 4 inches in the California study. Parathion dissipated from 
flood water with half-lives of < 7 days in rice fields in Missouri and California. 
Neither parathion nor paraoxon was detected in soil samples in aquatic field 
dissipation studies. Parathion and paraoxon did not accumulate in crops grown in 
Missouri and California that were irrigated with water from a rice plot treated wiih 
six weekly applications of parathion. Parathion has little or no potential to 
contaminate ground water. This chemical was not included on the list of poteniial 
ground water contaminators. 

Additional information or new studies are required to complete the Agency's 
assessment of the environmental fate (degradation, metabolism, mobility, dissipation, 
and accumulation) of parathion. Studies required to assess spray drift have been 
submitted and are being revi^jwcd. 

5. Ecological Characteristics 

A, Avian Effects ^ 

1, Oral toxicity: House sparrows and pigeons LD50 = 1.3 mg/kg 
V 2« Dietary toxicity: Mallard and ringneckcd pheasant LC50 = 76 to 336 ppm 
3« Reproduction: In review. 

4. Dermal: Mallard (feet) LD50 = 28,3 mg/kg 

Quelea and house sparrow 

(under wing joint) LD50 = 1.8 mg/kg 

B. Freshwater Aquatic Toxicity 
1. Acute Toxicity 

(a) Fish: 

Mosquito fish LC50 = 0.04 ppm 

Chamel fish LC5Q == 2.65 ppm 

Fathead minnow LC50 == 0.5 ppm 
BluegiU sunfish ' LC50 = 0.4 ppm. 

(b) Invertebrates: . 

Crawfish fOrconectes) LC50 = 00.04 ppb 
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Mmia 1^ 1X50 - 00.60 ppb 

EalactnsjnfiiCi LC50 = 01.50 ppb 

(c) Amphibians; • • 

Wesicm chorus frog (EiCiiriamilDSCDa^) . n nnm^ 

LC50 = 1.0 ppi" ^ 



2. Cbronic Effects:. 



^''^Fath«d minnow: rcproducuve impairment: ^ PP^ 
BluegUl sunfish: morphological malformations. S 0.34 ppb 

(b)Invenebratcs:Da5hniama2n2: ^I^^i^ T < q m ppb 

Qammam fascisms: matc=<u.wppd 

C. Marine and cstuarine toxicity; 

1. Acute Toxicity 

(a) Fish: Sheepshead minnow LC50 = 6 ppb 
^ ^ Striped bass LC50 = 17.8 ppb 

(b) Invertebrates: Brown shrimp . LC50 = 1.0 ppb 

Mysid shrimp (MjatolSbalua) „ .n n^m 

IjC50 = 120 ng/1 (110-140 ng/1) 

• ■ ^ • * 

i§^^2. Chronic Toxicity 

1 - (a) Invertebrates: Oyster Uvae: growth inliibition: EC50 = > 0,05 < l.OOppm 
(a) invcneoraies oj^j^n jheU deposition: EC50 = 0.85 ppm. 

^ir«dan««d Soedes- Previous consultations with the Fish and WildUfe Service have 
D. Endangered Species. t^^^ ^ ^^^^ ^^^^ ^^^^ regarding the 

risto to several endangered species Cinduding birds, bats, fish, 
crustaceans and aquatic invertd>raie$) of exposure to various 
paiathion-titated crops including alMfa, apples, barley, com. 
Stton. pean, and wheat) and aquatic sites. Use sites not 
included in these carUer consultations ait now under 

consideration in consultations initiated in March, 1991. it is 
• anticipated thai the results of these interagency consultations wUl 

be available in December, 1991. 
IV. SUMMARY OF REGULATORY POSITION AND RATIONALE 

I. Background 



-91 THU 15 '.Be 



• u Tinitr^ Smes in 1948. In 1986, the 

• K n,ir^s reEisiered with EPA and »s a Reslncied Use 
Pa^thion is one of the Tnost ^-'^^^^'"^'^^^^^ ability to rapidly pass through the 

pcsucide (not available to ihe P^J'^eiy haz^d. Acute paraihion potsonmg .s 



pesticide action). 

u»,«>,^tM includine parathion, is only 

Cholinesterasc inhibition H^^"""'''"'"^^ 

. J «r r.f nf^fiticide deaths and poisonings 
Parathion is one of the most M"en«ly-c>ted ^ ^ „„^i,y aa>2 

hospitalizations, and deaths. 

P,ra.-.on is .so -Mo M.s^ ^J^;-^,™,'^^^^^^^ 

«US, there « n,^ S SlW. I-**- is .so cutely to.e 

settlen-ent Ar-eot cnceUc. ... p.««..on us. «cept o. 9 «... c^^s ^ ^^^^ 

EPaW reached a sememen. >f'«*™'"^'"S™t^;:^s^>^^.°^^^^^^^^ 
Md crops (alfalfe. b«rt'y. ""I^.^ ' ?.^^>h" u« ™ oioto unffl EPA <Je<ernui,es that 
^is J.^ U no. seU »y 1'"^"'' SS^e Sis^ts have agreed to volunlarty 
^priaie residue data tatve '«^"*™XncMin7.11 use on fruit, nut, and vejetable 
Suidnw .n other registertd uses '■'^^^'Z^^ft restrictions on the rema:mng 
I^Weiceot sweet com). TTw agreement also ""POI" ~ ^ » cenified commercial 

Seaoi. Ho hand haivestins « "^^"Sang i«iuiremenis, spray drift buffer 
Ss (closed '~fl»5n«'' "8 ^i^'iTcT^^m^^ °' 



3. Notice of Intent to Cancel (NOIQ 



EPA 'intends to issue a Notice of Inicnl.lo Cancel (NOIC) the field uses of parathion in the 
near future. Although the settlement agreement imposes severe restrictions on the use of 
parathion on field crops, the Agency remains concerned that these uses siill may result i n 
unaceeptatlciisks-of exposure to agric ulluidl u ' orkc rsrto tht-gencrai public ttrrooFh pe^icme" 
spray drift, to birds and aquatic invertebrates (part of the food chain for fish). The Agency 
will also evaluate the risks of exposure to parathion residues in food as a result of paraihion 
use on field crops and on imponed food that has been treated with paraihion, As required 
under FIFRA, the Agency will submit its risk/benefit assessment of parathion to the 
Scientific Advisory Panel (SAP) and to the Secretary of the USDA for comment on the 
Agency's proposed cancellation action. 

4. Tolerances 

EPA is currenQy reassessing the appropriate methodology for determining acute dietary risks 
(where it may be more appropriate to examine the risk from individual servings of treated 
crops rather than to average the risk from large numbers of servings). Once these issues are 
resolved, the Agency will issue a Notice concerning any proposed tolerance reductions or. 
revocations. Since the actions taken on parathion are based on non-dietary concerns, EPA is 
soliciting public comment on whether parathion tolerances should be revoked (i.e. should 
EPA allow imports of treated food from countries where the use of parathion is permitted). 

5. Existing St€>ck^ 

1. Sale, After November 15. 1991 sale bv registrants of existing stocks of canceled 
^pestipide products containing parathion (products labelled for uses other than the 8 field 
Icrops) is prohibited. 

A;fter December 1, 1991 sale bv all other persons of these canceled products is prohibited 
the stocks are restickered with the approved label (aerial application only on 8 field 
^^^sel^lh additional protective measures) and are in containers which are compatible with the 
use of the engineering controls rtqiured under the terms of the agreement. 

In addition, between voluntary cancellation and November 15', 1991, a registrant may not sell 
any products containing parathion unless the product is stickered to clearly notify any 
prospective purchaser of the end-sale and end*use dates (see 14 below) and states that a 
refund of the purchase price will be provided to any individual who is unable to sell or use 
the product before those dates. 

2. Use. Existing stocks of products containing parathion can be used according to the label 
instructions for any use appearing on the label until December 31, 1991. After December 
31, 1991, all use of existing slocks of parathion products other than on the approved field 
crops in accordance with all of the terms in the seulemem agreement, will be prohibited. 



1 nf >hMe caiiMlai products are deftiicd as hmrdous W2siei. You can 

3. DBposal. Most of ■^f" " ^™p,„^„„ ^ conuct voui sulc or local ha^-dous 
conuct X "Hisposal at a hk^dous w„.c facihty in your 

purdm^nce b>^e man^^ 

^ tftchmcal or oroducts conlaining paralhion are canceled by EPA 

4. Export. Once ^'^^^ ^^'"^^^'^ (Dcnm5k) and/or those countr.es x^hich 
they may on y ^p^'^^ ovemments and the Untted Nat.ons 
permit para hton !'^P<>^ ORFTC) of the car.ccUaiion of any 

fe^S-^^eSs f^^Vp^^^^^^^ Consent (PIC) list. The PIC list will rnake tt 
;^ss"bIrto quT^Tidcnti countries where parathion products may not be exponed. 

CONTACT PERSONS AT EPA 

Brian Steinwand: 703 308 8174 FAX: 703 308 8041 
KathyPearce: 703 308 8016 

, . jj_^c. Orrice location; ' 

""■""'Bt^w^d Spjchl Review Branch. 

Soecial Review Branch {H7508W) 3rd Floor 

S^S Review and \ 2800 Jefferson Davts Highway 

Reregistration Division • . Arlington, V A 

Office of Pesticide Programs 
Environmental Protection Agency 

40i M Street, S. W. 
% Washington, DC 20460 

" llisCLAIMER: TTie information presented in this Chemical Information Fact Sheet is for 
Mom^onal purposes only and may not be used to fulfill data requirements for pesucide 
registration and reregistration. 
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EXHIBIT G 




Pesticid 
Fact Sheet 

Reason for Issuance: registration sIandard 
Date Issued: December i988 
Fact Sheet Number: 96.1 



1. pFc y-RIPTir w «PF CHEMICAL V 
Connoh Name: Diazinon 

Trade Wother Nanes: ^^ctracide, D.Z.N. . Knox^ 

EEA Shau^messy Qxies: ^ 057801 

caTani:<il 7\bstracts Service (CftS) Number: 333-41-5 

ENT itegistry Nunber: .19507 

Year of Initial Pegis£ration: 1956 

Pesticide ivipe: Insecticide 
Chemical Fandly: organophosinate 

' • U.'sl'^'and Foreign Producers: ^^■^^^'J^^^,^^,^^- '^' ' 
u.o. oj ^ and MakhteShiro Agan (Tttienca) . inc. 

- - Wication: ftero^ sprays, pet collars, ear tags, dips, grwmd , 
, . blast, aerial, and soil incorporation. 

Annual Usage: 10 million pounds active ingredient (1985 data). 

Preddidnant Use(s): Agricultural. Home and Garden uses. 

TVpes of Fonmilations: Dosts. enulsifiable «^^2^' J^l^ 
iiipregnated materials, liquids, nactxjencapsulated. pressurxzea 
sprays, soluble concentrates, wettable powders. 



020 27 D^j^INON 



01 OF 5 PGS 




Diazirion is. mt cnc ogcnic rn iJn.; Fjs]»er rat or in tJie B6C3r] nr-vis^-E. 

Diaiiix)!! dC)GS nvot induce cieveiopDcaitaJ toxicity in rats or raJLri^its at oose levels 
up to and including JOO n^Ag/<3ay (hig)>est dose tested). 

Based on acceptable laboratory data, technical diazinon is character ized as 
very highly toxic to waterfowl on an acute oral basis, with an LD50 of 6.38 m^/kg 
for mallard ducks. Avian dietary studies characterized diazinon as highly toxic 
to upland game birds with a dietary LC5Q of 245 ppn for bc±iwhite quail. 
Supplemental data characterize diazinon as very highly toxdc to -^terfowi with a 
dietary 1X50 of less than 47 ppn for mallard dudjc^. EUd-Ose /forrmlations of 
diazinon are characterized as very highly toxic to waterfowl, upland game birds 
and songbirds on acute oral and dietary basis. Technical diazinon and its erd- 
use formulations are characterized as very highly toxic to aquatic organisms. 
It is considered highly toxic non-target insects. 

Diazinon degradles rapidly under aerobic, anaerc±>ic; aquatic anaerobic and 
sterile soil conditions. Microbial degradation appears to be the ir^jor pathway 
for the degradation of diazincxi. Tlie most probable mechanism responsible for 
degradation under sterile and anaerobic soil conditions appears to be chemical 
hydrolysis in acidic soilis. Supplenerrtal hydrolysis data indicate that diazinon 
is stable with respect to hydrolysis at pH 7 and 9 tut hydrolyzes in non-sterile 
water with a pH of .5. 

Hie major soil degradate is oxypyrimidine. Ojc^p/rimidine is more persistent 
than diazinon under aerobic and sterile, anaerobic and anaerobic aquatic soil 
Qonditions. 

: Diazinon with a 4 day BC50 of 4.14 ivg/L arri a 7 day BCSO of 3.7 wg/L is 
aiaracterized as being moderately toxic to freshwater green alga. Diazinon 
caused greater than 25% detrineital effect in plant vigor in tomatoes , cucumbers , 
onions, ard cam^ts. Diazinon caused a greater than 25% detrimental effect in 
seed germination in oats, tomatoes, and carrots. No detrimaxtal effect was seen 
for seedling erergence* 
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Physical State: Liquid 

Color : : - Amber aiid Drown ■■ 

Odor: Mild, sweet, and aranatic 
ftolecular. weight , and Fonnala: (304.3) C12H21N2O3PS 
Boiling BDiJit: 83-840C at 0.002 nm Hg 
vapor pressure: 1.4 X lO-^nm at ZO^C 

Density: 1, 12 g/M at ZO^C v .v- 

■ ^ «^i,ronh<;- In cetroleum oils. 60 PP" water at 
solubility in various solvents, ^ •„ ^^^^ ZO^C. 

Acute oral: 1160= 618 ng/Kg* 
T^te Dermal: IJ350 :>. 2000 mg/kg* 
Primary Dermal Irritation: Non-irritating* 

Primary Eye irritation: Ifan-irritkting* 

. . ' i_ in3- of Mie human volunteers 

Dermal Sensitization: Positive response on 10% of tne nutnan 

tested 

Acute Inhalation: 1X50=3.5 mg/L* 
Acute Delayed neurotoxicity: Data gap 

Subchronic toxicity: Data gap . ^ 

oncogenicity: (rouse and tat) Nat oncogenic 
Oircnic Feeding: Data 
Metabolian: Data gap 

«rato«mcity: (Babbit and Bat) No ae^lop^ntal tmicity.*: a=«s up to 

^tt^Mtrisres'raitj^ri^ss ..™i.3..aes 

ordissimilarities of the registered HJPs. ^ ^ 
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Ucprodiicuion: IJata gap 
Mutagenicity: Data gap 



Dermal, oral and inhalation 

PtT Y^inloaic^i anrt Bior homir-j^i rtvirRrt.eristiC3 
Mechanism of Pesticidal Action: Qiolinesterase Inhibition 
Metabolism and Persistence in Plants and Animals: Data gap 
fn\nronmgp i-ai rharart.eristi<::s 

Diazinon degrades rapidly under aerobic, anaerobic, aquatic anaerobic and 
sterile soil conditions, -me major soil <3egradate is oxypyrimdine. 
. ocvpyrijnidine is nore persistent than diazinon under aerobic and sterile 
SSSbic and anaerobic aquatic soil conditions. Diazimn's potential to 
contaminate grountiJater is unJaiown. 

p^rv.^rv^^^a^ fhararteristics 

Avian acute toxicity: , 

3 2 ngAg (Red-winged blackbird) -Very highly toxic 
6'.3 ng/lcg (Mallard duck) -Very highly toxic 

10 ng/kg (Bobwhite quail) -Very highly toxic 

Avian dietary toxicity: 

< 47 Fpn (Mallard duck) -Hi^y toxic 

245 PEin (Bobwhite quail) -Highly toxic 

Freshwater fish acute toxicity: h;„>,iv t^oxic 

Warnwater DC50 = 136 ug/L (Bluegill sunfish) -"^^^^ ^^^i'^. 
Oolduater LCSO = 90 ug/L (Rainbow Trout) -Very highly toxic 

Marine fish acute toxicity: 

LC50 = 1400 ug/L (Sheepshead minnow) -ttoderately toxic 

Freshwater invert^rate toxicity: 

1X250 = 0.2 ng/L (CannaniS faSCiStUS)-VerY highly toxic 

_ Marine invert^rate toxicity: Data gap 

NOTi-Target Insects: .„■_»,, ^.^ir- 

IJD50 = 0.22 ug/bee (contact: Honey Bees)-Hi^y toxic 
LD50 = 0.2 ug/bee (oral: Honey Bees) -Highly toxic 
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'It)Jorv3iK:c?s Jiavo l^een estabiislicd lor rasidues of di/jzimii in a var 3<,M,y ui 
r.'iw ;Kn ioxlturnJ rnrmr)rUt i or^v (^(Tcri^ 
HK). 153), food additives (40 CF'R lOb.lVSO) arvJ in lood Ivindlirrg estalv 
lislnents (40 CTl^ 185.1750), and feed fiandling/processijig establ J GlTrrv^ntis 
(40 ai? 186.1750), Tolerances for residues of diazinon are currently 
expressed as residues of diazinon per se. 

Codex MRL's, Canadiaffi, and Mexican tolerances have been established for 
'n\any of diazinon 's registered uses. Ocmpatibility. of these tolerances to 
. that of U.S. tolerances cannot be determined until all additionsil metabolism 
and residue studies are available- 
Based on inhibition of plasma cholinesterase observed in a 90 day rat 
feeding study a NOEL of 0.009 mg/kg/day was established. A provisional 
acceptable daily intake (E7U3I) has been established at 0.00009 mgAg/day 
utilizing an inrrertainty factor of 100. llie FPDl is provisional because tJ^te 
existing data base m tHazinan is lacking chronic feeding studies, and a 
multi-generation reproductian . study. 

4, Required Unique Labeling 

o Jlestricted use Statsnent for /all ccnmercial outdoor 
^ uses (e.g., turf, and agricultural). 

o Restricted use Statsient ^or xBsidential .products in toxicity category 
I or U (danger or warning) . 

i : d -..Honeowner Trotection Stabements ior .irdoor and outdoor 
.application. 

o Jtetitutional use Protection Statanaits for hospitals and schools. 
o Feed andT^y^ Hamrn-in g T>gtahii5;hpmts statencnts. 
. jD Vtorter Protectim Statements ior TtJxicity Categories . 1 , 11 and III end- 



use foi i i i nat ions. 



o 24-fidur Interim Reentry Interval (camercial and greenhouse use) . 
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<) 'lliG 7V;5e>cy is deferring a decision at. Itn:; i.ino on ulK:>vhor lo plnrr^ tiinziivjn 
into Special Review for its potential ]\37^'u^] irj ;r/.iaji r;i-x'ies resultiiv: J run itr, 
Jj-se_Qn..agriQilUuj-aI.xrops, -xjn turf and -el^^^*^! urr^ss^- f^i tos (r^.q. , .-^tJilPiJc ii»^lr!f-. , 
M^jreatiorial parJcs, loiie lawjts). 

o lliG Agency is classifying all comnercial ci^itdorjr uses (agricuituj-al crops, 
oniamentals, and turf) of diazirori for restricted use, leased upon* its ]Qyy^i\ 
toxicity to birds and aquatic species. 

o All diazinon end-use products tiiat are in l^xicity Category I or II (DAMJO^. or 
WARNING) and bear product labeling that directly recomiends residential use or 
reasonably can be interpreted to permit residential u^ are classified for 
restricted use. Sucli products may be used only by certified applicators or 
persons under their direct supervision. In the past / the Agency has allowed 
these types of products to be labeled , "For Agricultural Use Only" or "For PCD 
Use Only" in an atterpt to limit use to carmercial or trained applicators. 
However, these statements are unenforceable. 

o The Agency will is requiring the following testing of a series of typical 
end use products: acute oral, acute dermal, primary derinal irritation, primary 
eye irritation, dermal sensitization, and acute inhalation if appropriate. The 
Agency will reserve alternative product formulations testing, pending sutmission 
ard review of toxicity testing on the stabilized technical diaztnon products 
(manufacturing use products). 

o The U.S. Fish arei Wildlife Service, Division of Endangered Species and Habitat 
conservation (EESCH) has determined that certain uses of diazinon, including uses 
pn com and sorghum may jeopardize the continued existoxre of endangered species. 
^^^^M*m this determination, DESHC specified reasonable and prudoit alternatives 
Mp ^id jeopardizing the continued existence of the idoitif ied species by these 
^ise% EP?^ is developing a program to reduce or eliminate exposure to these 
speeiies to a point where use does not result in jeopardy. PR Notices 87-4 and 
87-5^/\*uch specified labeling reqoirecnsnts designed to reduce or eliminate 
exp^-p to endangered species, have been witMrawn. The Agency will issue a 
notice of any necessary regulatory actims when the program is developed. 

o The Agency will require each registrant of a manufacturing use product to 
submit the following toxicity studies on their current fomulations: acute oral, 
acute dermal, acute inhalation, primary dermal irritation, primary eye 
irritation, dermal smsitization, ar^ a 6-week rat feeding study. The Agency may 
require additional toxicity testing based upon its evaluation of these studies. 

o The Agency will ijipose a 24-hour interim reentry interval for all coimercial 
uses of diazinon (greenhouses, agricultural). 

o The Agency is revising vorker safety and protective equipment statenents for 
erx3 use products containing diazinon. 
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o 'J^io /*^j*/JK.->' yr> iKJt: ijr^x^siiig a qn:oVl vater. caiil3nunation..3^ for 
di'ir-jiy:n) prf-xjucus at Uiis tino. 11)^ Arjency will assess tJie pouoniiiaj ol diar.imn 
lo] grcji7JKl--nt.er coiitBmiiwtion alter receipt oiid review of eivironiuantal fate data 
.ojrf _viU-ii^'t-GnjdrK? wjMHtJKHr reguiator^ ' " 



1 cr T-iAV^/-»r> » 



o 'llJG Ayraxry is imix)sing additional state«2nts lor all. end-use products intended 
for use in and arourid tlie lone. 

o T3ie Agency lias detdmined that diazinon products bust bear revised -and updated 
labeling for hazards to nontarget species. 

o a3ie Agency will propase tolerance iBvocation for rutabagas, red chicory tops, 
and dandelions (40 CFR 180-153). 

o Pesidue data must be sutmitted and -tolerances mist be proposed for com fodder 
and forage, and either sorghum forage and fodder, or vdieat forage, hay and straw, 
and soybean straw and hay. 

o For the following crops; sorghum fodder and forage, soybean straw and hay. and 
sugarcane lorage, the registrant is given the choice of developing and submitting 
data in support of tolerances, or of adding label restrictions aganist the 
feeding and grazing of treated crops to livestock. Each registrant must inform 
the Agercy toy 90 days of iBceipt of this Registration Standard which option he 
diooses. If he.selects the label restrictions, labeling submitted at the 9 inonth 
deadline, inust. iiicliJde. tlie graziiig/ieed^ xestJ^ 

o Ohe Agency will lirt: grant any significant new tolerances or any sigif icant new 
food uses for diazinon until :the required residue cbEmistry and toxicology 
stores have ijeen "suLiuiLLed and reviBaBd. 

•# 

4 Wikgency is not requiring aflditional residue data to si^port the establi^ied 
iolerances for diazinon in or on guar.lieans and coffee beans. 



o Agency will revise oaraodity definitions for certai n raw agricultural 
ooraiDdities ^^«:^«»r^ in 40 CFR 180.153- 

•a) Ttolerance listing "peas with pods (determined on peas after renoving any 
shell present when mrteted)" will ±>e rerased to read, -peas, suoculent-. 

Ji) Oblerarxis listing "bean.forage- will .be revised to read; "bean vines". 

c) the tolerarce listing -for -rwheat forage and straw* was onitted from 
listing and will read "wheat forage and straw 0.05 FPn". 

o The conman nane "diazinon" will appear Ijefore the chanical name on the 
pesticide label. rahPig mist he revised to reflect this. 

o Petroleum distillates and -jylaisljased- solvents mist be declared as inert 
ingredients. 
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o TvgcirKy Fias ideiitif i^d certain data tJiat win receive imivodi/ue re-v 
59iiljni1:tOr3; • 

158.240 Residue Chenistry 

- Plant and Animal Metabolism 

- Special S torage_Stabi 1 i ty „( HJP ) 

158-290 Environmental Fate 

- Hydrolysis 

- Biotolysis 

•RDxicology 

- T^cute Toxicity Studies (HJP) 

- 6 week Feeding study (MUP) 

- Neurotoxicity study (MUP) 

- Acute Toxicity Studies (TEP) 

Ecological Effects (all) 



158.340 



158.490 



6. Sumnarv of Maior Data Gaps Tiingframe Rang^ 

Ttoxiooloav ; v 12-50 rtonths 

, Environment ?! ^t^/Kxpostire 9-39 Months 

R^ioaical effects 9-30 Months 

Itesidue Chatastrv 1B"24 Months 

Product Qiemistrv 9-12 Mmths 
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7. • gjs nTtfrr pe r sgn kt ipa 

George LrjRoccn 

ProcJuct Manager (15 ) . . _ _ 

— : — lnsGCtl"Cia€"TC)aOTtiGide Braridi 
RegistTBtion Division (TS-767C) 
Office of Pesticide E>rograms 
EiTvironmental Protection Agency 
• 401 H Street, S. W. 

Washington, D, C, 20450 

Office location and t:elephone number: 

Poom 204, Crystal Mall -ftZ 
1921 Jefferson Davis Hi^iway 
T^urlington, VA 22202 
(703) 557-2400 



iHSCLAHER: / nsie in f o xuHtim ±n this Pesticide Tact Sheet 
is a sunraaxy only and is not to be used to satis^ data 
requiretents for pesticide registratiaa and reregistratiao- 
HiB conplete Ttegistraticn Standard for tiie pesticide be 
obtained from the National Otedinical Information Service. 
Contact the Product Manager listed above for further 
inf onration- H 
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v^/EPA 



Pestieid, 
Fact Sheet 



Name of Chemical: fenitrothion 

Reason for Issuance: registration standard 

Date Issued: July 30, 1987 

Fact Sheet Number: 

pF<; rRTPTION OF CHEMICAL 

Generic Name: 0,0-dimethyl 0-( 4-nitro^A-toly I ) 
^cSemical) phosphorothioate 
Common Name: Fenitrothion 
other Chemical 



Nomenclature: 



Trade Names: 



0,0-dimethyl 0-( 3-methyl-4-nitrophenyl ) 
phosphorothioate; 0,0-dimethyl 0-(4-nxtro m 
tolyl) phosphorothioate ,inoa. 

Dybar; Fenitox; Novathipn; and.Nuvanol- 
fh^mfcri^rsfrLfs^ler^^^^^^^^^^^ 

ST^fni »n Prorctfsrs:»!to.o Chemical Company (aapan) 



2. nsR PATTERN5 = '^"n FORMULATIONS 



Application Sites: 



Formulation Types: 



0„a.ental= (including -"'f/^' 

adult anoDhellne mosquitoes "human 

VdwelUngsT, "*^"Li?1ali; concentrates 
nound oer gallon emulsitiaoie <.u 
ffnreatrv. ornamental and domestic, 

.,Ucat.on:Ket.od==-'^gS?5Ur^ 

control • A% 
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3 : SCIENCE FINDINGS 

Summary Science Statement _ . 

Feni-tro^rhic^ ic - rr.cdera teiy^Hrtrcely Eoxl^c^cFio^ri nester - 
asei nhibiting pesticide. It is in Toxicity Category II for 
the oral and dermal routes of exposure and Toxicity Category 
III for the inhalation route of exposure and is mildly 
irritating to the eyes and skin (Toxicity Category III), 
It has not been shown to be a dermal sensitizer and does 
not demonstrate acute delayed neuotoxic effects. Substantial 
chronic toxicology and residue chemistry data gaps exist, 
including metabolism, oncogenicity, mutagenicity, terato- 
genicity, and reproductive effects. Human epidemiological 
evidence and a dog chronic feeding study have implicated 
fenitrothion in causing human eye effects, such as retinal 
degeneration and myopia. Laboratory data show that fenitro- 
thion is potentially highly to very highly toxic to birds, 
fish, and aquatic invertebrates, including certain endangered 
species. Preliminary data indicate that groundwater contamin- 
ation probably is not a potential threat; however the 
Agency is unable to conduct a full assessment due to data 
gaps. The Agency is particularly concerned with potential 
exposure to applicators using -ground application techniques 
to control southern pine beetles; reentry workers in green- 
houses and nurseries; and non-target organisms following 
forestry uses. 

Chemical/Physical Characteristics of the Technical Material 
Piiyslcal State: oily liquid 
Color: Yellow-brownish 

Molecular weight and formula: 277.2 - C9H12NO5PS 

Boiling Point: 118 at 0.01 mm Hg 

Melting Point: 0.3 *»C 

Specific Gravity: 1.32- 1.34 

Vapor Pressure: data gap 

Solubility in various solvents: data gap 

pH: data gap 

Stability: data gap 

Toxicology Characteristics (Technical Grade) 

Acute Oral: Toxicity Category II (800 and 330 rag/kg in male and 

female rats, respectively) 
Acute Dermal: Toxicity Category II (1200 and 890 mg/kg in female 

and male rats, respectively) 
Acute Inhalation: Toxicity Category III (5.0 mg/L in rats) 
Primary Dermal irritation: Toxicity Category III; mild dermal 

irritation was reported in a 
rabbit study. 
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: -. — -7 - - t V C a t ea'o'r y 1 1 1'; mi ld"i r ri tat ion 

Primacy Eye Irritation: ^ox^^/^/^'.fgtl application of 0 . 1 mL 

into unwashed eyes of albino rabbits. 

Subchronic Oral (rodent) Testing. ^^^^i^g^'^ piasnta 

cholinesteras# efjfects) 



syltemic NOEL foe plasma inhibition 

in the dog is 5 ppm. 

Metabolism: Data gap 
Teratogenicity: Data gap 

and respiratory exposure to applicators 
and reentry workers. 

-Environment '^ '^''!''^''*'^5^^!.\':!_^ Preliminary data indicate that 
iCata gaps exist tor "•ost studies. Preiimi^ y^^^ a half-life 

^fenitrothion degrades ^^^'^^^^ ^^?,°-^i„_,, sandy 

loam soiis* 

lUitrinr/atra^^ 

irprntrai"«or^^rou= c J or.rasses,ed untii acceptaMe 
environmental fate data are received. 

P.oin ^ical Characterist ics (technical grade) gamebirds and 

A^ian oral toxicity: ^^^^^^^^ (acute 

era? toiEi^ity- value to bobwhite quails 
and mallards was determined to be 2J.b 
mg/kg and 1190, respectively) 

.,j „ dietary toxicity: .i,.Xy toxic It.TcKf.tt^^r a- 
(8 <iay> acute toxicity value of lb7 ppm for 

bobwhite quail and 2482 ppm for 
mallards. ) 

rreshwater eish acute toxicity: -^^^ ^^I^^J^ tis. 
(96 hr. LC50) ^1 7 ppro foriferook trout; 
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3.8 ppm for bluegill) 
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Freshwater invertebrate toxicity: very highly toxic to 
( 48 hr. or 96 hr- KC50 ) . aquatic invectebrates_ 



(J ppD tor Ganmiarus 
f asciatus ) 

Tolerance Rea ssessment . ^. c ^ 

There are no domestic uses for Eenitrothion on food or 

feed commodities. There is one established U.S. food additive 
tolerance which covers residues of fenitrothion in wheat gluten 
imported from Australia arising from the stored "heat grain 
treatment registered in that country (2 CFR 193 . 156 [9 J ) . ihe 
nature of fenitrothion residues in plants is adequately 
underltSod. Submitted data indicate that fenitrothion 2er sb (I), 
desmethyl fenitrothion (IV), and p-nitrocresol (VII) are the major 
components of the residue. Animal metabolism studies are not 
available. In the event that future federal registrations for use 
of fenitrothion on plant commodities used for animal feeds are 
established, or regulations covering importation of animal products 
l?om couHt^ieS in Shich fenitrothion is registered ^or use are 
established, additional animal metabolism studies may be required. 
Analytical methodology for determining levels of residues 
of fenitrothion, fenitrooxon, and p-nitrocresol m plants is 
adequate for data collection and tolerance enforcement purposes. 
Storage stability and residue dkta are "required to support 
the wheat gluten tolerance. A provisional acceptable daily 
intake ( PADI) , based on a one-year\dog study with a NOEL of 
J?125 mg/kg/day and using a 3oifold safety factor is calculated 
:to be 0.004 mg/kg/day. A Theoretical Maximum Residue Contribu- 
tion (TMRC) foe the U.S. population Is calculated to be 0.000038 
mg/kg/day, which utilizes 0.94 percent of the PADI. 

4. Summary of Regulatory Positions and Rationales 

° Fenitrothion is not being placed into Special Review 
at this time. Although the Agency is concerned over the poten 
?ial adverse impact of fenitrothion on birds and aquatic organisms 
resulting from the forestry use pattern, ?°»P5«^?"f i;^J^f ^"J^^'^ 
and terrestrial field studies are needed in order to evaluate 
the Dotential risks to birds and aquati-c organisms. The Agency 
is also ?equiriig submission of special acute and subchronic rat 
studies to provide additional information to confirm the potential 
lor fenitrothion to cause retinal degeneration and changes m 
corneal shape and structure in the human eye. Pending receipt and 
SSIluatiln of these data, labeling modifications or other regulatory 
action may be warranted. 

The Agency is classifying the forestry uses of 
fenitrothion (spruce budworra and southern pine beetle) ^oc 
rlsJri?ted-Sse due to avian and aquatic invertebrate hazards 
on an interim basis pending receipt and evaluation of the 
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aquatic and terrestrial field studies. 

Feni troth ion_jL-&_±ULghXy---t«xtG-^^ -^q+ia-t i c 

invertebrates, and avian species. Endangered species label 
restrictions are required to protect endangered and threatened 
species in forest areas. 

Special indoor air residue monitoring studies 
are required to support continued use of the 40% wettable powder 
formulation in homes to control adult Anopheline mosquitoes. 

° No new tolerances or new food uses will be granted 
until the Agency has received data sufficient to evaluate the 
dietary exposure of f eni trothion. 

The Agency is imposing an interim 24 hour reentry 
interval for the greenhouse and nursery ornamental use pending 
receipt and evaluation of reentry data. 

o Protective clothing statements are required for 
all products containing f eni trothion. 



6. SUMMARY OF OUTSTANDING DATA REQUIREMENTS 



Time Frame^ 



Toxicology 

Subchronic oral toxicity — rodent species (for plasma 

cholinesterase effects) 

21-day dermal — rabbit 
90-day inhalation — rat 
Oncogenicity — mouse 
Teratogenicity — rat and rabbit 
Rep r odu ction — rat 
Mutagenicity 
Metabolism study 

Special tests — acute and subchronic tests 
in rats for eye effects 

Environmental Fate/Exposure 
Hydrolysis study 

Photodegradation in water^ soil and air 
Aerobic soil metabolism study 
Anaerobic aquatic metabolism study 
Lab volatility study 
Leaching and adsorp t ion/desorption 
Soil dissipation study 
Forestry dissipation study 

Fish accumulation study 
Applicator exposure studies 

♦ based upon receipt of the Standard by the registrant- 



12 Months 

9 
15 
50 
15 
39 
12 
12 
24 
9 



9 
9 
27 
27 
12 
12 
27 
27 

12 
9 



Months 
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Indoor air/surface residue exposure study 12 
-Re^^'ry-^atar-r\:^' :—.rr77. — : ■ ' ^ - 27 - ' 

Fish and Wildlife 

Avian reproduction 24 Months 

Actual field testing — birds and aquatic organisms 48 " 

Acute toxicity to freshwater invertebrates — 

typical end-use product 9 " 

Fish early life stage and aquatic 

invertebrate life cycle 15 
Plant Testing Requirements 

Seed germination/seedling emergence 9 Months 

Vegetative vigor 9 " 

Aquatic plant growth 9 " 

Residue Chemistry 

Residue analytical methods 18 Months 

Storage stability 18 " 

Residue data (wheat gluten) 24 " 

Product Chemistry 9-15 Months 

7. CONTACT PERSON AT EPA ^ 

§ Imiliam Miller 
f /^oduct Manager (16) 

Insecticide-Rodenticide Branch 

Registration Division (TS-767C) 

Office of Pesticide Programs 

Environmental Protection Agency 

401 M Street, S. W. 

Washington, D. C« 20460 

Office location and telephone number: 
Room 211, Crystal Mall #2 
1921 Jefferson Davis Highway 
Arlington, VA 22202 
(703) 557-2400 



DISCLAIMER: The information presented in this Chemical Information 
Fact Sheet is for informational purposes only and may not be used 
to fulfill data requirements for pesticide registration and 
re registration. 
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Name of Chemical: coumaphos 
Reason for Issuance: registration standard 
Date issued: ^EP 2 7 1989 
Fact Sheet Number: 207 



1. nF«^rRTPTI '^^T rHFMICAL 

Conunon Name: Coumaphos 

cnemical Family: O^ganophosphate 

pesticide Type: Insecticide/acaricide 

cnemical Name: 0 .r.^irz^^yr^-V-^irphospLr^thioate 

^ « «^ 71/199 Asuntol, Muscatox, Resitox, 

Trade Names: ^^^J^f ^/^j;^!^^^ , colRal and Negashunt 

Other Chemical ^ ^hioro-4-methYlcoumarin-7-yl 
Nomenclature: J" J-^^^^^.^^^^^Jorothioate ; 3-chloro-7- 
diethoxyphosphino-thioyloxy-4- 
roethylcoumarin; o-( 3-chloro-4-metnyl-2 
Sxo-2H-l-benzopyran-7-yl) 0 0-diethyl 
phosphorothioate <Chemxcal Abstracts 

9th collective index) ; 3 .<=>}i°'^°-Z:5^^^°;i 
4-methylcoumarin 0-ester with 0.0-dietnyi 
phosphorothioate (8th Collective Index); 
O 3-chloro-4-methyl-2-oxo-2H-chromen-7-yl 

0-0-diethyl phosphorothioate; 
fO-(3-chloro-4-methyl-7-couinarinyl) 
o!o-diethyl phosphorothioate; 0,0-diethyi 

0- (3-chloro-4-methyl-7-courmarinyl) 

1- yl) O.O-diethyl ester; 3-chloro-4- 
Llhylumhelliferone. 0-ester "J^h 0 0 
dietyl phosphorothioate; 0,0-diethyi 
0- ( 3-ch loro-4-methy lumbe 1 1 1 f erone 
thiophosphate 

Year of Initial Registration: 1958 

CAS Registry Number: 56-72 * Number): 036501 

F.PA pesticide Chemical Code ^^haughnessy Numbe i ^^^^^^^^^^^3 
U.S. Manufacturer: Bayvet . a division ot cuci; 
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Ij ciF. PATTF.RNS AND FnPMlir.ATIONS 

Coujnaphos is applied as a direct animal treatment to cont.r..i 
arthropod pests of beef cattle, dairy ""le sheep goats^ 
•-i ..i.cl ^wine • I c • i b used L X> -rrear sv rne" bedd mgr Rcvj i st c r >: . 
cont^oic ai;s are for face flies, horn flies, fly larvae caja o 
g?ubs. ticks (including ear tick), lice, mites. ' 
keds and fleeceworms. Methods of application consist of d"sts 
sprtys. dips, pour-ons, dust bags and backrubber oilers. Annual 
usage is 264.000 to 525,600 lbs (1986 estimate). The 
prSominate use is on beef cattle (98%)^ A relatively small 
amount is used on dairy cattle (<2%) and swine (<1%)- 

rnrrpnt Sf^^tns anri Summary -Srience Statement 

Toxicity data requirements for registration of products 
contaIn?ig c^umaphos (Including acute toxicity testing on end-use 
product formulations) have been met. except for a 21 day dermal 
toxicity study, a non-rodent chronic toxicity study, a 
reproduction study, and a structural chromosome aberration study. 
Technical coumaphos is highly acutely toxic by the oral and 
inhalation routes of exposure (Toxicity Category I and II, 
rSspeSively) and moderately acutely toxic by the dermal route of 
exSIure iToxicity Category III) based on studies using rats 
?aS?ts and guinea pigs^ Technical coumaphos causes only mild 
eve and dermal irritation (Toxicity Category III and IV. 
respectively), and is nonsensitizing. End-use product 
fo^SSlailois fall in a range of toxicity Categories from I to 
III. coumaphos does not produce organophosphate-type delayed 
neurotoxicity, based on acute neurotoxicity nesting in hens. The 
oncogenic pol4ntial of coumaphos is satisfactorily defined. In 
vitro microbial studies for gene mutation and DNA <5?^^ge 
HiSiphos did not cause a mutagenic response. "Jf^^^^J^^^^ 
the rat and mouse, there were no carcinogenic effects noted. 
CoLiapSos is not a developmental toxicant, or teratogen based on 
findings in studies utilizing rats and rabbits. Results of a 
JiJoi^c feeding study using rats show that ^^^^^^"^f ^^gf^^^P^^I'"^ 
and erythrocyte) is the primary target of coumaphos. Decreased 
body weight gain is a secondary effect. In a rat metabolism 
study, coumaphos was rapidly excreted. There were no dose- 
related changes in metabolism or evidence of 
activation/bioaccumulation. 

The coumaphos data base for ecological effects testing is 
comlete. with the exception of two special studies, ^ased on 
the results of laboratory studies using bi'^df - /^f ^ ' ?oxic to 
invertebrates, technical coumaphos is moderately acutely toxic to 
fish and very highly acutely toxic to birds and aquatic 
invertebrates. Coumaphos is moderately toxic to birds on a 
subacute (dietary) basis. Aquatic invertebrates may 
potentially exposed to hazardous levels of coumaphos resulting 
from washing-off of the material from the backs of .newly treated 



cattlp which have entered a bocjy ol water. Aquat ic residue 
monitoring., is required to assess the potential ;. 
the potential for avian exposure resulting from birds feeding in 
cattle lots and on the backs of cattle. Tier I avian field 
testing is required to as sess possible effects to birds resulting 
-from Che .131 rGctrtTeatrntiiit- to "i i vestock . 

The environmental fate profile for coumaphos is adequately 
delineated for the registered use pattern, except for a 
groundwater assessment. Coumaphos is relatively immobile in aged 
sandy loam soil, based on findings in a column leaching sttady. 
There are no immediate concerns for groundwater contamination 
from non-point source application of coumaphos. However, the 
potential does exist for localized, point source contamination in 
animal treatment areas (particularly where animals are dipped), 
and as a result of associated disposal practices. Due to 
increased Agency sensitivity in the area of pesticides and 
groundwater contamination, environmental fate studies are 
required so that the Agency can asse.ss coumaphos's potential for 
point source contamination. 

Most of the residue chemistry conclusions drawn in the 1981 
Standard have been reversed in the current Standard. Residue 
chemistry data requirements were not imposed in the 1981 
Standard. Since issuance of that Standard, the Agency has 
published residue chemistry guidelines (Pesticide Assessment 
Guidelines. Subdivision 0, 1982, EPA-540/9-82-023 ) and other 
Federal Register (FR) Notices which provide a more stringent 
interpretation of the existing regulations. As a result of these 
new guidelines, data are now required in the area of animal 
-metabolism, storage stability and method validation. No changes 
Cto coumaphos tolerances are indicated at this time. 

The Agency is unable to totally assess the safety of current 
tolerances and establish an acceptable daily intake (ADD value 
for coumaphos because of the absence of chronic toxicity studies 
(reproduction and dog chronic toxicity) , and outstanding residue 
chemistry data. However, a preliminary dietary exposure 
analysis has been performed for coumaphos. Based on the results 
of this analysis, current coumaphos tolerances are considered to 
be adequate to protect the public health. When the remaining 
data requirements have been fulfilled, the Agency will perform a 
final reassessment of coumaphos tolerances. 

Chemical /Physical P hararterist i cs of the Technic?! Matefig^ 

Empirical Formula: Cj^Hj^ClOsPS 

Molecular Weight: 362.8 

Color: grey to tan 

Physical state: powder to granules 

Odor: characteristic sulfur 

Melting Point: 90 to 95 °C 
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Boiling point: 20 \ at 10 nunHg 
Solabflity: (at20"C): g/100 mL at 20 C 

acetone I'^o 

methylene chloride 6.J^ 

denatured alchohol 0-?9 ^ r 

- xylenes- " ^-^IJ 

hexanes « 

water insoluble at 0.002 

octanol . . ^-^l 

odorless mineral spirits 0.09 
diethyl phthalate 21.50 
vapor Pressure: 1 X 10' nunHg 

^^Sl^Ii ^a'l?r1-n:U= 30.06 Ib/cu ft. loose, 30 85 
Speciiic urd y iH/cu ft. packed, mhammermilled: 24.35 

Ib/cu ft. loose; 30.51 Ib/cu ft. packed 

rtability.^'hid'roijsef Slowly under alkaline conditions ; 
Stability, ^y^^/^^^g^ normal storage conditions and 
use; incompatible with piperonyl butoxide 

at pH 4-10, at 83% moisture, exposed 
to aluminum, and stainless steel; 
stable exposed to sunlight for 4 
days . 

■p^yirmog y ruaracl-eri sties 

Acute oral: Toxicity Category I <LD„ of. greater than 240 mg/kg 
k....r...:'^^^^r^^ -00 

.cute innalatioS!/^?oi?clfy^f^^^^^^^ a l-Hour 

is 341 mg/tic in female rats ana 
greater than 1080 mg/m in male rats) 

priory eye Irritation: ™f = jJ^,=3?lr„''^U"4a'"'" 
primary aer^l irritation: -^i'y^Cate^ory IV^very .inor 

Skin sensitization: No observable evidence of dermal 

sensitization 

Delayed Neurotoxicity: Did not induce delayed neurotoxicity in 

an acceptable study in nens. 

Subchronic non-rodent/ roonired 
rodent studies: None available. Not required 

since chronic data supercede 
need for subchronic testing. 

21-day dermal toxicity: Required Study 

Chronic toxicity: Dog^study -//,|--?,,,?-s?efaL"activity . 

oncogenicity: ^l^^l^l.t^^ ^^^^^^ any evidence 

that coumaphos is oncogenic. 
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Mutagenici Ly : Negative in all areas of mutagenicity test.od. A 
structural chromosomal abberation study is 
required . 

Teratogenicity: Rat teratology study NOEL and LEL were S and 2b 

ypg/kg (_baa£d.-Qn ^tneL obser v a t i on of gUo} inef'c|4c 

effects) , respectively. The d'evelopmeruia l NOEL 
was greater than 25 mg/kg (HDT). Rabbit 
teratology study maternal NOEL and LEL were 
2.0 and 18.0 mg/kg, respectively; 
developmental NOEL was greater than 18.0 mg/kg 
(HDT). 

Reproduction: Required study 

Metabolism: In a rat metabolism study, coumaphos was rapidJy 

excreted. No dose-related changes in metabolism or 
evidence of activation/bioaccumulation were noted 
in this study. 

Environmental Characte ristics 

Based on the results of a column leaching study, coumaphos 
can be characterized as persistent, but immobile in sandy loam 
soils. There are no immediate concerns for groundwater 
contamination from non-point source application of coumaphos. 
However, the potential does exist for localized, non-point source 
contamination in animal treatment areas {particularly where 
animals are dipped), and as a result of associated disposal 
practices. In order to evaluate the potential for point source 
contamination, special studies are required: a photodegradation 
study in soil, a photodegradation study in water, an 
adsorption/desorption study, a hydrolysis study and a 
retrospective field dissipation study. 

Ecological Characteristics 

Based on the results of acceptable laboratory data, 
technical coumaphos is characterized as highly to very highly 
toxic to birds, moderately toxic to fish and highly toxic to 
acjuatic invertebrates : 

- Acute LD50 (mallard): 29.4 mg/kg 

- Acute LD^ (pheasant): 7.94 mg/kg 

- Dietary LC^q: 

401 ppm (mallard) 
82 ppm (bobwhite) 
- Freshwater invertebrates toxicity (96-hr LC^q) for 
amphipods: 0.15 ppb 

- Fish acute toxicity (96-hr LC^q) for rainbow trout: 5900 

ppb 

- Fish acute toxicity (96-hr LC^) for bluegill sunfish: 

5000 ppb 

Results of laboratory testing, in conjunction with 
theoretical monitoring, indicate that aquatic invertebrates may 
be potentially exposed to hazardous levels of coumaphos resulting 



from washi^ng-off of the material from the backs of newly treated 
cattle which have entered a body of water, such as a pond or 
stream. To evaluate the potential risk, a residue monitoring 
study J s required , TlierC-i^ a. patential for avian jexpcrvre 
resulting from birds feeding in cattle feedlots and on the backs 
of cattle. Tier I avian field testing is required to assess 
possible effects to birds resulting from direct treatment to 
livestock. 

ToleraJice Assessment 

U.S. tolerances are established for residues of the 
insecticide coumaphos , 0,0-diethyl 0- ( 3-chioro-4-methyl-2-oxo-2H- 
l-ben2opyran-7-yl) phosphorothioate , and its oxygen analog, 0,0- 
di ethyl 0-3-chloro-4-methyl-2-oxo-2H-l-ben2opyran-7-yl-phosphate , 
in or on raw agricultural products as follows (40 CFR 180.189): 
o 1 ppm in or on meat, fat, and meat byproducts of 
cattle, goats, hogs, horses, poultry , and sheep 
o 0,5 ppm in milk fat (reflecting negligible residues in 
milk) 

o 0-1 ppm in eggs 

Most of the residue chemistry conclusions drawn in the 1981 
Standard have been reversed. No residue chemistry data 
requirements were imposed in the 1981 Standard. Since issuance 
of that standard, the Agency has published residue chemistiry 
guidelines (Pesticide Assessment Guidelines, Subdivision O, 1982, 
EPA-540/9-82-023) and other FR Notices which provide a more 
. stringent interpretation of the existing regulations. As a 
^.result of these new guidelines, data are now needed in the area 
t of animal metabolism, storage stability and method validation. 

The Provisional Acceptable Daily Intake (PADI) for coumaphos 
is 0.0007 mg/kg/day and is based on the 2-year rat 
feeding/oncogenicity study NOEL of 0.07 mg/kg/day (based on 
plasma cholinesterase inhibition in females) and uncertainty 
factor of 100. The Anticipated Residue Contribution (ARC) for 
the United States population is 0.000127 mg/kg/day, occupying 
18.2% of the PADI, The two highest calculated exposures for the 
population subgroups are children 1 to 6 years of age [ARC 
occupies 33.6% of the PADI] and children 7 to 12 years of age 
(ARC occupies 25.6% of the P7UDI ] . Based on these calculations, 
coumaphos applied at the currently registered application rates 
would not be expected to exceed established tolerances. 

The Agency is unable to totally assess the safety of current 
tolerances and establish an acceptable daily intake (ADD value 
for coumaphos because of the absence of chronic toxicity studies 
(reproduction and dog chronic toxicity), and outstanding data in 



^ There are no longer any federally registered uses for 
poultry/poultry houses. Therefore, the Agency intends to revoke 
the tolerances for poultry and eggs. 
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the area of animal metabolism, method validation and storage 
stability. When the required data have been submitted and 
evaluated, the Agency will perform a final reassessment of 
coumaphos tolerances . . ..... — — ^ 

4. SUMMTU^Y OF REGULATORY POSITIONS AND RATIQN7U:.ES 

The Agency is not initiating a Special Review for coiunaphos. 
No Special Review concerns were identified for this chemical by 
the Agency during its review of the current data base, 

- The Agency is classifying coumaphos 11.6% EC and 42% 
flowable concentrate end-use products as restricted use due to 
acute oral hazards. 

The Agency will approve new food/feed tolerances for 
coumaphos on a case-by-case basis. 

Environmental fate testing is required to evaluate the 
potential for coumaphos to impact groundwater or surface water 
resulting from point source application. 

- A special aquatic residue monitoring study is required. 
Special Tier I avian field testing is required. 

- The Agency will revoke the poultry and egg tolerances, 
since coumaphos is no longer federally registered for use on 
poultry or in poultry houses. 

- Unique labeling statements are required: 

o Restricted-use classification is required for coumaphos 
11.6% EC and 42% flowable concentrate formulations. 

o Special disposal instructions are required for products 
bearing directions for use a livestock dip treatment. 

o Labels bearing directions for use on goats aund sheep must 
be amended to specify a preslaughter interval (PSD of 3 days. 

o Product labels must bear revised and updated fish and 
wildlife statments. 

o Worker safety and protective clothing statements are 
required for products falling in Toxicity Category I or II. 

o Each end-use product label must be revised to reflect the 
appropriate signal word and precautionary statements assigned to 
it based on the results of acceptable acute toxicity testing. 

o Revised labeling must be submitted for those products 
which do not contain directions for use specifying a maximum 
single application rate expressed in terms of: (1) amount of 
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• -.1 to\ ^ maximum seasonal appl i ^-^^ ^ 
active ingredient per ^"^""^^ ' J ^) a maximum ^, 
rate or ntahber of applications permitted per se . ^^^^ 
inimum interval between applications, reviseo 



m 

submitted. 
Tnx jcQ logy 

1 Year 

21-Day Dermal Toxicity ^ Years 

Dog Chronic Toxicity ^ Years 

Reproduction Study ^ Year 

Chromosome Aberration 



1 Year 

2 Years 



Fate/Fxpogure 
Photodegradation in Water and Soil 

ZlXToT^ll^'^ rioia msslpation 

Study 1 " 

Hydrolysis Study 
Fish an ri wt idlife 

Monitoring for Aquatic Invertebrate ^ ^^^^^ 

Mortality and Residues in Water ^ ^^^^^ 

Tier I avian field testing 



1 Years 



1 -2 Years 



p« aRidue rnpmistrv 

Metabolism data - TUiimals ^ „ 

"Residue PJialytical Metnods „ 
Storage stability Data 

PT-n<)nrt memiStrV 

Remaining Data Gaps 

6, contact Person at EPA 

George LciRocca. 
Product Manager (15) 
insecticide-Rodenticide Branch 
Registration Division (H7505C) 
Environmental Protection Agency 
Washington, DC 20460 
Tel. NO. (703) 557-24006 

DISCLAIMER: The information P'^?^?"^^5,lSna?'pu?^sef only and may 
^rk!?!fl ratrre^f?eme^tni/pe^.ici.e 

registration and reregistration. 



GF 



•Si 



cm *rv«:nt*i 

. EXHIBIT J 



vyEPA PesticidL 




H - ^ Name of Chemical: Acephate 

^ Reason for Issuance: issuance of a Registration standard 

Date Issued: lo/a? 
Fact Sheet Number: 140 



1. Description of Chemical 

Generic Name: 0,S-dijnethyl acetylphosphoramidothioate 

Comon Name: Acephate 

Trade Name: Orthene 

EPA Shaughnessy Code: 103301 

Chanical Abstracts Service (CAS) Number: 30560-19-1 
Year of Initial Registration: 1974 
Pesticide lype: Insecticide 
Chemical Family: Organophosphate 

U.S. and Foreign Producers: Chevron Chemical Co* (U.S.A.) 

2. Use Patterns and Fonmilations ; ^ 



Application Sites: Agricultural crops; ornamentals (field grown^ 
greenhouse/ and home garden); lawns and turf; pasture and rangeland; 
forestry; indoor homeowner use on houseplants; and commercial appli- 
cator use in residential and conmercial buildings including food, 
processing establishments. ^ \<^S" r^J> ' ^ 

lypes and Methods of Application: Aerial; ground; direct injection 

into tree trunks; dip treatment (ornamentals); soil incorporated; and / . 
sprinklers. • ' ' ■^'•:-^.v ' 

Type of Formulations: Granular, pressurized liquid , soluble ' ' ■ 
concentrates (both liquids and solids) « and cartridge. 

3. Science Findings 

Sumrary Science Statement: Acephate has a relatively lew acute 
toxicity to laboratory animals through the oral, dermal, and inha- 
lation routes of exposure. Based on the available evidence, i.e., 
findings from the mouse oncogenicity study, and the mutagenicity 
assays, the Agency has classified the chemical as a category C 
carcinogen (a possible human carcinogen). The mouse oncogenicity 
study indicated a statistically significant increase in the propor- 
tion of liver adenomas/carcincxnas and hyperplastic nodules occurred 
only in the high dose (1000 ppm) females and only at the time of 
terminal sacrifice. Bie EPA Guidelines for carcinogenic 
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risk assessment (FR September 2A, 1986) were followed for the evaJu- 
ation and the classification of the oncogenic effect of acephate. 
Following the guidance set forth in the EPA guidelines, the mouse 
oncogenic rp.qpn n c/^ wac r nnQi/i^caA^c..tiUm^-»^r^ 

The available data are not sufficient to enable the Agency to 
accurately assess the potential risk to humans from this oncogenic 
effect resulting from exposure to acephate. The data gaps include 
residue reduction studies, exposure studies, usage data, a dermal 
penetration study, a glove permeability study, and reentry data. 

The available rat reproduction study showed reproductive effects at 
50.0 ppm, the lowest dose tested. A new rat reproduction study is 
needed to determine the no-ctoservable-effect level (NOEL) for these 
effects and to enable the Agency to assess the potential risk to 
humans resulting from exposure to acephate. 

Methyl thioacetate (MTA) occurs as an impurity in the current 
registered technical material. The available data suggest that the 
MTA, despite its generally low acute toxicity, may pose a hazard to 
the optic tract and pituitary gland in rabbits and other mammals at 
low doses. Data were not provided to demonstrate a NC^L for lesions 
at these target organs. Since visual impairment is inherently 
difficult to diagnose in animals, it is possible that this effect 
occurred in other studies but was not detected- In addition, a 
mutagenic effect was seen in the mouse lymphoma assay in the activated 
system. Due to the insufficiency of the submitted data to explain 
the toxic and mutagenic potential of MTA, the Agency requires that 
additional studies be performed. 

Methamidophos, the cholinesterase-inhibiting metabolite of acephate, 
is also an insecticide in its own right, and as such, was assessed 
under a separate Registration Standard issued for the chemical in 
September 1982. Several of the data gaps identified in that standard 
have been fulfilled. It is highly toxic by both the oral and dermal 
routes (Toxicity Category I). Results of two oncogenicity studies 
show that methamidophos was not oncogenic in rats at dose levels of 
2,6,18 and 54 ppm nor in mice at dose levels of 1,5, and 25 ppm. The 
available teratogenicity studies show that it is not teratogenic to 
rats or ral±»its. The chenical was negative for acute delayed 
neurotoxicity in the submitted study on hens. The lowest effect 
level (LED for cholines terase inhibition activity was determined 
to be 2 ppm (0.05 mg/kg/day) in both the 1-year dog study and the 
2-year rat study. 

Data gaps for methamidophos include a rat reproduction study and 
mutagenicity studies. 

Chemical Characteristics 

Physical State: Solid 
Color: White 

Odor: Strong, pungent, mercaptan-type 
Boiling Point: N/A 
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Toxicology Characteristics ; 
ACEPHATE ; 

o Acute Oral - Rat: 945 mg/kg (male); 866 mg/kg (female) 
Toxicity Category III 

o Acute Dermal - Rabbit: > 10,000 mg/kg (male) 
Toxicity Category III 

o Pcute Inhalation - Rat: > 61.7 mg/kg (male and female) 
Toxicity Category IV 

o A:ute Delayed N3urotoxicity - Hen: Negative at 785 mg/kg of 
body weight 

o H^use Orcogenicity: Female mice fed 1000 ppm of technical 
acephate (highest dose tested) had a statistically 
significant higher incidence of hepat«x:ellular carcin-onas 
(15.8%) and hyperplastic nodules (19.7%) than did the '■■ 
controls, 

o Rat Oocogenicity: N>t orcogenic to male and female rats 

under the conditions of the stu3y; highest dose tested 
was 100 ppn (35 mg/kg). 

o Rat Chronic Feeding: LEL = 5 ppm (0.25 mg/kg) based on the 
inhibition of cholinesterase activity in plasna, RBC, 
and brain. 

o Dog Chronic Feeding: NOEL = 30 ppm (0.75 mg/kg) based on 

the inhibition of plasma, RBC, and brain ch-olinesterase 
activity. NDEL = > 100 ppm (2.5 mg/kg) for systemic 
toxicity. 

o Rabbit Tteratogenicity: Not feboboxic or teratogenic at 
10 mg/kg (highest dose tested). 

o Rat Teratogenicity: Not teratogenic at 200 rvg/kg (highest 
d'ose tested). 

o Kitagenicity: The available studies indicate that acephate 
can indice gene mutations, WOA repair, and sister 
chrouatid exchanges. However, in vivo studies did not 
indicate that these effects and structural chrornosone 
aberrations are produced at a detectable level in an 
intact mammalian system. 
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o Rat ReDrodu;tion: Various reproductive effects (low 
' high loss^of^tot^ 

1S5:UrniSror nve1er;.2s; w;re .^se.v^ at the 
?Ss?^seTe^el tested, which was 50.0 ppn of tarhnxcal 
acrephatfi (93% acephate). 

MFrrHYLTOICACErrATC jMEM : 

1 D^KHit-- 1720-2820 no/kq; Toxicity Category II-IH. 

pupillary light retlex and apparent blindness, 
o /^ute inhalation - Rat: 3.47 rvg/L: Toxicity Category III. 
o Skin irritation - Babbit: 2. 6 Primary Irritation Score; 

Toxicity Cat^ory III- 

o Skin sensitization - Guinea Pig: ^^^"^^^^^^"9 ^J^. 

rvjnirritati.^; dase level tested was 0.3 ml (0.3 g). 

o Eye Irritation - Rabbit: Toxicity Category III; dose level 
tested was 0.1 inL of 93.5% MTA. 

^ MLjtMenicitv - Mouse Lymph-sna Assay: Mutagenic to lynph-oma 
o M^t^^- ^^ty^ .^^ «:titraled system but not in the nona=txvated 

s^tln; levels tested were 1-10.000 ug/ml (activated) 

and 10-5000 ug/ml (itsnactivated) . 

Ph ysioloQical and Biochemical Behavioral Characteristics: 

Transl.xation: Ihe available plant ^^^^''llXZ^I^^liTZ.ts 
that acephate residues are readily absorbed by ^he roDcs 
an^ trar.sl.xated throughout the plant, "'f ^t^' f J^'^ 
that acephate d-oes n.t accunulate in carrot Pl«"ts routed 
in ac^hfte-treated soil or in fish, daphnia. or diat:ms. 

Mechanisn of Pesticidal A:tion: ^«P»^'^V,!„^/,r'SU^e 
systemic insecticide. As an organoph-osphate. ^^^^^ 
eSrts its t.Dxic action by inhibiting certain important 
enzymes of the nerv.xis system (cbolinesterase) . 

^tetat>,li^ ar^ Persistence in Plants and ^j^^^^^^^^f,^^ 
of acephate in plants and animals ^s ^decjuately under st^. 
Available data Show that the residues m or '^"^ P^?^^ 
Resulting fr.^r, acephate use may be largely <^»^.^^J^i^^^ 
acephate a«3 its iretabolite, methamidophos. A^^^^^^ 
aniSal metabolisn data show that n><^t of the ^^^J?^^*' 
material is rapidly eliminated from the body^ that 
majority of the material is excreted in the urine. 
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Methamidophos is not the major metabolite in raninants. 

Abaat^ 86-peEeenfe- of -the radiol abel ed m fi t er-ial-. in-tbe-urine - 

was ass-jciated with urcharged acephate and less tlian 10 
percent with the metabolite o,S-diii>ethylphosph3rothioate. 
M^st of the methamidophos formed is pr-obably eliminated arrf 
excreted in the urine as o.s-dimethylphjsphjrathioate. 

Environmental Characteristics ; 

Due to its rapid leaching behavior, acephate has the potential 
for grourd water contamination. Available data are insuf- 
ficient to fully assess this potential. Ftertinent data 
(m-obility, pbotodegradation, metabolism, and dissipation) 
are being required under the Arephate Registration Standard 
on an accelerated basis. 

Available &oil metabolism studies show that acephate 
dissipates rapidly with half-lives of < 3 and 6 days in 
aerobic and anaerobic soils, respectively. The major meta- 
bolite was C02 in both types of soil. The available leaching 
data irclude a soil thin-layer chronat-ography (TIT) study 
a«3 a soil column study. Results of these studies indicate 
that acephate is tixobile in most soils but that aged acephate 
residues (excludirq acephate and its degradate methaniidopbos) 
are inroobile in sandy Loaro soil. Apparently m-ost of the 
applied a:ephate and the degradate itethanidophos degrade to 
immobile canpounds in 20 days. . 

Ecological Characteristics ; 

o Avian oral teute Toxicity: 350 mg/kg (mallartJ) and 140 mg/kg 
(pheasant) 

o Avian Dietary Toxicity: > 5000 ppm (mallard) and 1280 ppm 
(bobv^ite) 

o Fish Acute Toxicity: > 1000 ppm (rainbow trout) and > 1000 ppn 
(bluegill sunfish) 

.0 Freshwater Invertebrate Pcute Toxicity: > 1000 ppn (ChirorKmus) 
and > 100 (Ganmarjs) 

.0 Avian Reproduction: NDEL = > 5 ppn but < 20 ppn for mallard and 
NOEL = > 20 ppn but < 80 ppn for bobwhite. 

o Honey Bee A:ute Toxicity: 1.2 ug/bee. 

Based on these studies, acephate is ""^derately toxic t.o avian 
species, pr«:tically nontoxic to freshwater fish and freshwater 
invertebrates, arej highly toxic to honey bees. 
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However, acephate's metabolite, me thamidophos ^ has been shown to 
be very toxic to birds. Therefore, additional testing (residue 

tnoni tori ng—studie^) are be i ng req ue s ted to ccxr^lctc n h^zzrtf 

assessment for the multiple-application, high-use rate field 
crops. Appropriate labeling for the protection of endangered 
species determined to be in jeopardy from use of acephate on 
forests, range and pastureland, soybeans, and cotton have been 
developed by the Agency and were imposed under PR Notices 87-4 
and 87-5. 

Tolerance Assessment : 

Refer to Attachment A for the list of currently established tolerances 
for acephate as well as the tolerance changes to be initiated by the 
Agency. 

To achieve canpatibili ty with the maximum residue levels of the 
Codex Alimentarius Commission, the following revisions in 40 CFR 
180.108, 21 CFR 561 .20, 40 CFR 180.315, 21 CFR 561 .277, and 21 CFR 
193.10 are to be initiated by the Agency. 

o 40 CFR 180.108 and 21 CFR 561.20 

The acephate tolerances currently established under these 
sections are to be expressed in terms of only: acephate per 
se, with references to 40 CFR 180.315 and 21 CFR 561.277 
TrTdicating that tolerance for the metabolite methamidophos 
are also in effect. 

o 40 CFR 180.315 and 21 CFR 561.277 

The methamidophos tolerances currently established under 
these sections are to be divided into parts (a) and 
(b) vhere (a) includes (1) tolerances reflecting uses of 
methamidophos and (2) tolerances *#here both acephate and 
methamidophos formulations are used on the same crop and 
(b) includes tolerances reflecting uses of acephate formu- 
lations alone, i.e., residues of methamidophos resulting 
from the metabolism of acephate. 

o 21 CFR 193.10 

These food additive tolerances reflecting crack and crevice 
treatment in food-handling facilities are to be expressed 
in terms of only acephate per se , i.e., based on the avail- 
able data. No residues of the metabolite methamidophos are 
expected to occur (< 0.001 ppm) in or on these foods. 

Also, such a change in the residue definition would require deletion 
of the paragraph (d)(8) of 40 CFR 180.3, which states that methamido- 
phos residues may not exceed the higher of the two tolerances estab- 
lished for the use of acephate or methamidophos as a pesticide. 
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ItcTji in the dairy ani^l diet Labeling r.= r>« ons^ o^ 
pasture/rangeland, peppemint, and speanjint. If the regist^^^^ 

p°«aQtiona?y measure pending submittal and evaluation of these 

data. 

Available data are not sufficient to 

feSrsJiraTeltrutf-K^^ 

rat reproduction study, and a rat feeding study. 

a.Mnarv of ReqLn;^^nrv Positio n And Required Unique Labeling 

StlJtal and evaluation of these ^^ta, no additional 
SlerSces, including temporary tolerances, will »^ ^^^^J^f ^^f^^ 
acephate and no new uses will be registered, i-e-r that wouia 
resSlt in an increase in the current exposure to humans or in new 
exposure to humans. 

AS interim measures to reduce exposure pending ^"bjittal and 
evaluation of the additional studies specified above, ^he following 
restrictions are being imposed or, in the case of the last restriction 
SnceJning domestic uie, continued: A reentry interval of 24 hours 
Sr lielSorS^s; the use of protective ci?thing. including 
Chemical-resistant gloves, long-sleeved ^h^"^^^e^i°^^Sd"^arly 
trousers, shoes and socks by mixer/loaders, applicators, ana earxy 
reentry ^rkers who may be exposed to treated plant surfaces within 
2?hoSs of acephate application; dairy animal 
as described above under Tolerance ^^f^ssment; and, for domestic 
use, the restriction not to allow children or pets on treated 
surfaces until sprays have dried. 
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species determined to be in j^patdy from use of acephate. 



Suinnarv of Ma ior Data Gaps 
Toxicology 

- Arephate 

Rat ReprodLCtion 
21 -Day Inhalation 
Rat Feeding Study 

- Methyl thioacetate (MTA) 

Acute Oral (Rat and Rabbit) 

A=ute Dermal ( Final Refwrt - Rabbit) 

teute Inhalation 

90-Day Dennal (Rabbit) 

Mutagenicity 

Envirormental Safety 

Avian Residue H^nib^ring 

Enviroranental Fate 

&Dil Phobxiegradation 

Anaer.obic Aquatic Metab'Dlisro 

Adsorptior/Desorption 

S^il Dissipation - Field 

Irrigated Cr<ap 

Gxifined Rotational Cr*Jp 

Spray Drift 

Exposure 

Applicator (Outdoor and Indoor) 
Irdoor Inhabitants 
Glove Permeability 

Residue Chemistry 

Stor^e Stability 
Magnitude of Residues 
Dairy Cattle Feeding 
T±)acco Residue 



Date Due 



39 Months 
6 Months (Protocol) 
6 Months (Protocol) 



9 Months 
9 Months 
9 Months 
15 Months 
12 Months 



6 Months (Probjcol) 



9 M^onths 
27 Months 
12 Months 
27 Months 
39 Months 
39 Months 

6 Months 



6 Months (Protoc«3l) 
6 Months (Protocol) 
6 Months (Protocol) 



24 Months 
24 Months 
18 Months 
24 Months 
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Benefits 

- 6. M'jntJis 

-ll^O^O - ~= — ... r . . . ■:r: — "= : _ .. 

- - . „ --. r - 6 Months 

Use-Related Exposure 

6. Contact Person at EPA 

William H. Miller (PM 16) 

msec tic ide-Rodenticide Branch (TS-76/C) 

401 M Street SW, 
Washington, DC 20460. 

disclaimer: The infomation presented in this 0^«=^ ^TfSfS- 
qheet is for informational purposes only and may not be usea to ruitix 
d^ r^irLent^ for pesticide registration and reregistration. 
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UtWi*: ttwtm Omm of P«*kid» And lomkc tut t^ncv .^/J o<?. - ia^lGC^/A 

^ — EXHIBIT K 

«»EPA Pesticid 



Fact Sheet 



Name of Chemical: „alathion 

Reason for Issuance: ^^o.stration standard 

Date^ed: j»J - 1 BSe, 

Faa Sheet Number: 3^52 



1 . DESCRIPTION OF CHEMICAL 



Generic Name! 
(Chemical ) 



OfO-dimethyl phosphorodithloate of diethyl 
roercaptosucclnate - 



Common Name: Malathlon 



Trade and ' 
Other Names: 



S- 1 , 2-b 1 s ( e t hoxy ca rbony 1 Ve t hy r O iCniS Ine t hy|^?jt ; 
phosphorod I th loate j d let hy 1 (ainethoxyr-MM^ 
phosph 1 not h loy 1 ) t h iobu t an^d loate fi^vy'^^^^^^^f':'- 
diethyl mercaptosucclnate S-ester- With :pt<^^4> -: 
dimethyl phosphorodlth loate i 0,oHlln«thyl^§fe 
dlthlophosphate of diethyl nercaptpsuccJLna^ffe 
(S-( 1 ,2-dlcarbethoxyethyl) ;:0,0-^lmethyrjPi||^pSv , 
phosphorodithloate t' diethyl ■ercapto8uccTniS|0 '. 
acld# S-ester with 0,0-dlBethylfAPh6sphorb'r|p|'t^^^ 
dlthloater American Cyanaald Cpi>(qSP-2578^^^^ 
Code Ho. ei4049j Calniathlonr' Celethlpn|^^Cythlbn; 
(deodorized grade)} CheiBathlbnilfMalaspray^^ 
DetBOl MA 96% (Albert«.4j:Co.V^,^TOny)>^s^^p^ 
Enunatosy Emraatos Extrai Por-Mal -(Porshawv^p-^^^^^^^ 
Chenlcals)! Pyfanoni Hllthloni Karbofos?: 



.- '-^'Ti'- 

Kop-Thlon; Kypfosj Malaraar} Malaphelej aifc.^^^^^^^^^^ 
Malathlon OLV Concentratei Malatolr Maltox 
(All-India Medical)} Prentox Malathlon 95% 
Spray} Sumltox} Vegfru Malatox} Zlthlol} 
Malned. 

EPA Pesticide Chemical Code (Shaughnessy Number) s 057701 
Chemical Abstract Service (CAS) Number: 121-75-S 



Year of Initial Reglstratlont 1956 
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Pesticide Type: insecticide and Miticide 
Chemical Family: Orqanophosphate 



OTS.and Foreign Producers: American Cyanamid Company, a/S 
Cheminova, McLaughlin Gormley King Company, Prentiss 
Drug and Chemical Corp. , Inc., Carmel Chemical Corp,, 
Amvac Chemical Corp., Prochimie International Inc., 
Gowan Co., Wesley Industries Inc., Trans Chemic Industries 
Inc., Southern Mill Creek Products Co., Inc., Octagon 
Process Inc., FMC Corp., and Aceto Chemical Co. Inc. 

2. USE PATTERNS AND FORMULATIONS 

Application Sites: TerrestrialV food crop use on alfalfa, almond, 
anise, apple, apricot, asparagus, avocado, barley, beets, 
beets (seed crop), berroudagrass, blackberry, blueberry, 
boysenberry, broccoli, brussels sprouts, cabbage, cantaloupe, 
carrot, casaba melons , cauliflower , celery, cherry, chestnut! 
citrus fruits (nursery stock), clover, collards, corn cotton, 
cowpeas (hay), crenshaw melons, cucumber, currant, dandelion, 
date, dewberry, eggplant, endive, fig, filbert, flax, garlic, 
gooseberry, grapefruit, grapes, grass, grass hay, green beans, 
guava, honeydew melons, honey ball melons, horseradish, kale, 
kidney beans, kohlrabi, kuroquat, leek, lemon, lespedeza, 
lettuce, lima beans, lime, loganberry, lupine, roacadaroia nut, 
mango, muskmelons, mustard greens, navy beans, nectarine, 
oats, okra, onion, onion (green), onion (seed crop), papaya, 
parsley, parsnip, passion fruit, pasture grasses, peach, 
peanuts, pear, peas, pecan, peppermint, peppers, persian 
melons, pineapple, rangeland grasses, raspberry, rutabaga, 
rye, safflower, salsify, shafllot, snap beans, sorgum, soybeans, 
spearmint, spinach, squash, strawberry, sugar beets, sweet 
potato, Swiss chard, tangelo, tangerine, tomato, turnips, 
vetch, walnut, watercress, watermelons, wax beans, and wheat? 

Terrestr ial non*food crop use on tobacco, tobacco (transplant) 
bedsj., ornamental flowering plants, ornamental lawns and turf, 
ornamental nursery stock, ornamental woody plants, pine seed 
orchards and uncultivated non-agricultural areas; 

Greenhou se food crop use on asparagus, beans, beets , celery , 
cole crops (Including broccoli, cabbage, kale mustard greens, 
and turnips), corn cucumber, eggplant, endive, lettuce, 
melons, mushrooms, onion, peas, peppers, potato, radish, 
spinach, squash, summer souash, tomato, and watercress; 

Greenhouse non-food crop use on ornamental plants and Epcot 
display crops; 

Aquatic food crop uses on cranberry and rlcei 
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Aquatic non-food uses on intermittently fooded areas, 
irrigation systems, and sewage systems; 

Forestry M*=e? or forest t roes - ( incl-atHng'~Douglias~'flrr" — 
eastern pine, hemlock larch, pines, red pine, spruce, and 
true fir); 

Indoor uses on stored commodity treatment for almonds, 
barley. Field corn, field or garden seeds, grapes (raisin), 
oats, peanuts, rice rye, sorghum, sunflower, wheat., bagged 
citrus pulp, and cattle feed concentrate blocks (non-medicated) 
pet and domestic animal uses for beef cattle, cats, chickens, 
dairy cattle (lactating and non-lactat Ing) , dogs, ducks, 
geese, goats, hogs, horses (including ponies), pigeons. 
Sheep, and turkeys; animal pVemise uses for dairy and 
livestock barns, stables and pens, feed rooms, poultry 
houses, manure piles, garbage cans, garbage dumps, kennels, 
rabbits on wire, beef cattle feed lots and holding pens, 
cat sleeping quarters, dog sleeping quarters, poultry 
houses; agricultural premise uses for cull fruit and vegetable 
dumps; household uses for Indoor domestic dwellings, human 
clothing (woolens and other fabrics), mattresses; and 
commercial and industrial uses for bagged flour, cereal 
processing plants, edible and inedible commercial establish- 
ments, dry milk processing plants, edible and inedible eating 
establishments, edible and inedible food processing plants, 
packaged cereals, pet foods and feed stuff. 

Methods of Application: Sprays, aerosols and fogging equipment, 
ground and aerial equipment (including ULV) , baits, paints, 
pet collars, dips, soil, bark and foliar application, dormant 
and delayed dormant application, animal dust bags and oilers, 
and cattle feed concentrate blocks. 

Formulations: Wettable powders, dusts, granules, emulsiflable 
concentrates, liquids, solids, impregnated materials, and 
pressurized sprays, pellets/tablets, liquids (ready to use). 

3. SCIENCE FINDINGS 

Summary Science Statement 

Technical malathion is a mildly acutely toxic pesticide, 
which is placed in Toxicity Category III based on the oral, 
dermal and Inhalation routes of exposure. Technical malathion 
Is non-sensitizing and only mildly Irritating to the eyes and 
skin (Toxicity Category III and IV, respectively). Additional 
data are required to assess the neurotoxic potential of malathion. 
Malathion is a cholinesterase inhibitor, reducing plasma and 
red blood cell cholinesterase* 
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Although the. Agency possesses a number of studies on the 
chronic effects of malathion and its principal metabolite 
malaoxon, several of these studies are deficient scientifically, 
and mus t repeated. _ _ ^ . 



Of five studies concerning the oncogenicity of malathion 
and its metabolite, three are acceptable, and demonstrate that 
malathion is not carcinogenic in two species of rats, and that 
its metabolite malaoxon is not carcinogenic in mice. Because 
of questionable liver findings in the malathion mouse study and 
the malaoxon rat study, new studies must be conducted in these 
species. 

An acceptable rabbit teratploqy study demonstrated no 
teratogenicity at dosages up to '100 mg/kg/day. However, 
developmental and maternal toxicity were noted at dosages of 
50 mg/kq/day. A similar study in rats was unacceptable and 
must be repeated. A 3-generat ion reproduction study was also 
unacceptable. 

Laboratory data show that technical malathion is potentially 
highly toxic to aquatic invertebrates, bees, and aquatic life - 
stages of amphibians; moderately toxic to birds, and slightly 
toxic to fish. Based on theoretical calculations, both terrestrial 
and aquatic uses of malathion may pose significant risk to 
aquatic fauna. Reported fish kills and results ot field studies 
suggest that adverse effects to both aquatic and terrestrial 
faiina may result from normal use of malathion* However, these 
studies are not adequately documented to enable EPA to propose 
restrictions on the use of malathion* EPA will reassess the 
Impacts of malathion use on nontarget organisms after the 
required environmental fate and ecological effects data have 
been received and reviewed. 

The Agency is unable to assess the potential for malathion 
to contaminate groundwater because the environmenal fate of 
malathion is largely uncharacterized. Preliminary data indicate 
that malathion is very mobile in loamy sand and loam soils. 
Additional data are needed in order for the Agency to assess 
its fate in the environment and potential for contaminating 
groundwater. 

A tolerance reassessment of malathion is not possible at 
this time, since most of the tolerances are not adequately 
supported, and because there are gaps in the chronic toxicology 
data base (chronic feeding studies, teratoloqy study, reproduction 
study, mutagenicity studies, and a metabolism study). The 
Theoretical Maximal Residue Contribution (TMRC) for the O.S. 
population average is 0.1014 mg/kg/day and the Provisional 
Acceptable Daily Intake (PADI) is 0.02 mg/kg/day based on a 
human study in which plasma and red blood cell cholinesterase 
were monitored and a lO-fold uncertainty factor was used. The 
TMRC occupies 507% of the PADI. 
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Chemical/Physical Characteristics of the Technical Material 

Chemical/Physical Color: colorless^ ye llow, ambe^r , or_ 

C h a r a c t erTstTb s" ^ ^ '-~ " =^ bTbwn 
(technical grade) Physical state: Liquid 

Odor : Mercaptan-1 ike 
Specific gravity: 1.2315 at 25'*C 
Boiling point: 156-157*C at 0.7 nun Hg 
Solubility: 145 ppro in water at 25'C; 

completely soluble in roost 
alcohols, esters, high 
aromatic solvents, and 
ketones; poor solubility in 
aliphatic hydrocarbons. 
Vapor pressure: 0.00004 mm Hg at 30*C 
Misclbillty: misclble with roost organic 
solvents 

Stability: may gel In contact with iron, 
terreplate or tlnplate 

Toxicology Characteristics 

Acute Oral: ^Toxicity Category III (ranges from 1546 to 1945 mg/icg 
In female rats and 1522 to 1650 mg/kg in male rata). 

Acute Dermal: Toxicity Categorylll O2000 mg/kg In female and 
male rats and rabbits). 

Acute Inhalation: Toxicity Category III based on toxicity values 

ranging from 1.7 to >4.0 roq/m^ In rats. 

Primary Dermal Irritation: Toxicity Category IV based on mild 

dermal irritation reported In a rabbit 
study 

Primary Eye Irritation: Toxicity Category III based on findings 

of mild conjunctival reactions 72 hours 
post application In rabbits* eyes. 

Skin Sensitization: Non-senslt Izlng 

Delayed Neurotoxicity: Data gap. 

Subchronlc Inhalation: Data gap. 

Oncogenicity: Data gaps for mouse (using malathlon) and rat 
(using malaoxon). 

Chronic Feeding: Data gapa for rodent and nonrodant (using 

malathlon) and rodent (using malaoxon). 

Metabolism: Data gap. 
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Teratoqenicity ; 



Data gap for rat. Data in rabbit indicated a 
NOEL = 25 mg/kg for developmental effects; it 
was not teratogeni c in any dose group (H ighest 
uose lesced w a sr-l fi 0 Vmg /kg ) . ' ' "r- . 



Reproduction: Data gap. 
Mutagenicity: Data gap. 
Envi ronmental Characteristics 

Data gaps exist for environmental fate. Data reviewed by the 
Agency indicate that malathion is very mobile in laoroy sand and 
loam soils. Adsorption ratios reported (amount adsorbed/initial 
concentration) were 0.73 to 0.95. Data are needed before the 
Agency can assess the potential for malathion to contaminate 
groundwater. 

Ecological .Characteristics (technical grade) 



Avian oral toxicity 
(8-day Lpso) 

Avian dietary toxicity 
(8-day LC50) 



167 ppm for ring-necked pheasant 
and 148S ppm for mallard. 

Acute-toxiclty value of 3497 ppm 
for bobwhite and > 5000 ppm for 
mallard 

200 ppm for rainbow trout and 40 
to 103 ppm for blueqill 

1 ppm for Daphnla magna 
>1000 ppm for Eastern oyster 



Freshwater fish acute 
toxicity (96-hr LC50) 

Freshwater invertebrate 
toxicity (48-hr EC50) 

Estuarine invertebrate 
toxicity 

Tolerance Assessment 

The available data pertaining to metabolism of malathion 
in plants are inadequate. Additional data are required on the 
uptake, distribution^ and metabolism of malathion in alfalfa, 
cotton, soybeans, and either wheat or rice. The data pertaining 
to metabolism of malathion in animals are inadequate. Additional 
metabolism studies are required that utilize ruminants and 
poultry. Metabolism studies using cattle, poultry, and swine 
reflecting direct animal treatment are also required* 

Analytical methodology for determining the levels of 
residues of malathion In plants and aniinala is adequate. 
Malathion is detected by the FDA-USDA multiresidue protocols. 
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Storage stability data derr.onst rate that residues of 
malathion in or on frozen plant commodities are stable up to 
185 days after application and in nilk stored at -10**C for 98 
days a fter app l icat ion . __No . data are currently- available fr^r- 
animal t issues and are required. Add it ional" sforage stability 
data are also reauired in order to evaluate the adequacy of the 
ma 1 ath ion tolerances • 

Insufficient data are available on the magnitude and levels 
of residues of malathion in or on all commodities listed in 40 
CFR 180.111 except flax seed, hops, wild rice, and non-medicated 
cattle feed concentrate blocks. Processing studies are required. 

Tolerances must be proposed and appropriate supporting 
residue data submitted for the following feed items: beanvines 
and hay; lentil forage and hay; cowpea seed; soybean straw; 
barley forage, hay and straw; corn forage and fodder; oat 
forage, hay and straw; rice straw; rye forage and straw; straw 
of wild rice; sorghum fodder; lespedeza forage; lupine forage; 
cotton forage; mint hay; peanut hulls, hay and vines; and 
pineapple forage. 

Feed additive tolerances are required for residues of 
malathion in or on dried hops and spent hops* A tolerance for 
residues of malathion in or on anise must be proposed together 
with supporting residue data. Data are needed to support the 
use of malathion in food handling establishments. In addition, 
data reflecting the use of malathion on stored, unfinished 
tobacco are required. 

Based on a study in humans in which red blood cell and 
plasma cholinesterase activity were inhibited at a dose of 0.34 
mg/kq (the lowest effect level or LED, a NOEL has been 
extrapolated to 0.2 mq/kg/day. A provisional acceptable daily 
Intake (PADI) of 0.02 mg/kg/day has been calculated using a 
10-fold uncertainty factor. The PADI is provisional because 
the existing data base on malathion is lacking chronic toxicity 
studies, an acceptable teratology study In rats, an acceptable 
reproduction study, mutagenicity studies, and a metabolism 
study. 

The Theoretical Maximal Residue Contribution (TMRC) for 
the U.S. population average is 0.1014 mg/kg/day, occupying 507% 
of the PADI. Por children 1 to 6 years of age, the TMRC occupies 
1133% of the PADI. The TMRC is based upon current tolerance 
levels and an assumption that 100% of the sites are treated. 
Actual exposure levels are likely to be much lower. When the 
required data are submitted, the Agency will conduct a full 
tolerance reassessment . 
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4, SUMMARY OF REGULATORY POSITIONS AND RATIONALES 

• No referral to Special Review is being made at this time. 

No new tolerances for r aw~a g r i cu 1 1 u ra I comnK>dities or 
significant new uses will be granted until the Agency has received 
data sufficient to perform a tolerance reassessment. Significant 
new uses will not be granted until the data gaps have been 
filled. 

• The Agency is concerned about the potential hazards to 
aquatic organisms. However, no regulatory action is being 
considered at this time for fish and wildlife concerns. EPA 
will reassess the inf>act8 of roalathion use on nontarget organisms 
after the required environmental ^fate and ecological effects 
data have been received and reviewed. 

• The Office of Endangered Species (OES) in the U.S. Fish 
and Wildlife Service has determined that certain uses of mala- 
thion may jeopardize t.he continued existence of endangered 
species or critical habitat of certain endangered species. 

No additional labeling is required at this time; however, 
EPA is developing a program to reduce or eliminate exposure 
to these species « and may require labeling revisions when 
the program is developed. 

• In order to meet the statutory standard for continued 
registration, the Agency has determined that malathion products 
roust bear revised and updated fish and wildlife toxicity warnings. 

• The Agency is deferring decisions concerning roalathion 's 
potential for contamination of groundwater until the environmental 
fate data have been submitted and reviewed. 

• The Agency is not restricting the use of malathion products 
for retail sale only to certified applicators. Malathion does 
not meet any of the criteria of 40 CFR 162.11 and therefore 
products cpntaining malathion do not warrant restricted use 
classification. 

• The Agency is not establishing a longer reentry interval 
for agricultural uses of malathion beyond the minimuro reentry 
interval for all agricultural uses of pesticides (sprays have 
dried, dusts have settled and vapors have dispersed). The 
Agency will reassess the need for reentry data/reentry intervals 
upon receipt of the required toxicology data. 
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5- SUMMARY OF OUTSTANDING DATA REQUIREMENTS 
Toxicolo<^ 



Delayed neurotoxicity 
21-day dermal toxicity 
90-day inhalation - rat 

Chronic toxicity (rodent and non-rodent) 

using malathion) 
Chronic toxicity (rodent) —using malaoxon 
Oncogenicity (mouse) — using malathion 
Oncogenicity (rat) — using malaoxon 
Teratogenicity - rat 

Reproductive effects - rat ( 2-generation) 
Mutagenicity i 
Metabolism 

Domestic animal, safety testing 
Environmental Fate/Exposure 
Hydro lysis 

Aerobic and anaerobic soil metabolism 
Aerobic and anaerobic aquatic metabolism 
Leaching and adsorption/desorption 
Terrestrial field dissipation 
Long-term field dissipation 
Forestry dissipation 
Aquatic (sediment) - field study 
Phhotode gradation in water, •oil, air 
Volatility (lab) 
Rotational crops (confined) 
Accumulation in irrigated crops 
Accumulation in fish 

Accumulation in aquatic nontarget organisms 
Spray drift 

Residue Chemistry 

Storage stability data 

Plant and animal netabollsra 

Residue data - raw agricultural commodities 

Processing studies 

Residue data on stored, unfinished tobacco 
Residues in water 

Residue data on food handling establishments 

Product Chemistry 

All 



Time Frame ^ 

9 roos . 
9 •' 
15 
50 •• 

50 " 
50 
50 " 
15 " 
39 " 

9-12 mos 
24 mos 
15 - 



9 inos 
27 " 
27 - 
12 - 
27 • 
50 - 
27 " 
27 - 
9 " 
12 " 
39 " 
39 - 
12 - 
12 - 
18 " 



18 mos 

18 " 

18 - 

24 - 

18 - 

15 - 

12 - 

Time Frame 

9-15 mos 
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10 

Fish and Wildlife 

Acute toxicity to freshwater invertebrates 9 mos 

ftnnf j^oxicity to estuarine and marine. orgarLisms 12 
Avian reproduction 
Fish early life stage 
Aquatic invertebrate life cycle 

Honeybee - toxicity of residues on foliage 15 

6. CONTACT PERSON AT EPA 

William H. Miller 
Product Manager (16) 
Insecticide-Rodenticide Branch 
Registration Division (TS-767C) 
Office of Pesticide Programs 
Environmental Protection Agency 
401 M Street, SW. 
Washington, DC 20460 

Office location and telephone number: 
Rm. 211, Crystal Mall #2 
1921 Jefferson Davis Highway 
Arlington, VA 

(703) 557-2600 

DISCLAIMER: The information presented in this Chemical Information 
Fact Sheet is for informational purposes only and may not be 
used to fulfill data requirements for pesticide registration 
and reregistration. 
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EXHIBIT L 



60D1 Bollingar Canyon Road, Sen Ramon, 
ConsumrPruiiuctiDivitlM 

Mr. D. R. Bgw, PrMldent 
Teoh soure* 

DavtXopnant Corporation ^ , „ r 1 1 r ■ » i 

Daar Dougi 

Au a fellew'UP to our oonvaraation on May 22, 1991, and the lattar 
I raoaived tro» Or. Wild datad May 10, 1991, we are very Intaraatad 
in tha concept of bioramadiatton and tha opportunities that thia 
teohnology can offar the homaownar. The baaic raaaarch that Dra. 
Wild and Raushal at Texas A & M have dona deinonatrataa that ansymea 
can detoKlfy certain organophosphata Inaectioidea. From our 
standpoint, we would ba intareated in supporting a baolc reeearoh 
prograxft to develop an enByme-baaed ayaten that could ba uaod to 
detoxify ORTHENB. 

I have diacuaaad thia program with Dr. Oohowogo, and we both agree 
that the flrat phaea of the program would be to jointly prepare the 
protocol for developing and evaluating the enayma in the 
laboratory, flpecifically, we will want to aaaiat in evaluating tha 
performance of the o-P eneyroe in oontaot with formulated ortheme 
producta. It will alBo be neoeaaary to evaluate tha activity of 
the O-P hydrolaaa anayme in the preaanca of different aolventa and 
aurfaotant syetems typically uaed In our fornulationa. we will 
aiae need to develop tha protocol for evaluating how the ensymo 
will perform whan applied to treated turf and ornamental planta. 
Subtaauant phaaaa of the concept's final development into a 
narJcatabla product can only be Initiated after conducting Market 
Reaearch to help determine the requirements of tha final product. 

The conaumer Producta Diviaion la willing to fund the firat phaae 
Of thia Research in the amount of *lo,ooo over the next 12-18 
months, we would regueat that Texaa A ft M grant ua the exclusive 
rights to narKat the entyme to tha conaumer for a given period of 
time to be determined after the development is further defined. 

I would appreciate it if you could review this proposal with the 
appropiate peraonnel at Texas A ft M and advise if it is agreeable 
to proceed. Sincerely, 



J a L. Coltharp 
Product Dovolop»Ant 
Coordinator 

00: Mr. M. Oarbatt 

Nr. C. R. Nalaon 

Mr. H. OohOTRogo 



SEP-20-*91 FRI 15:26 I D : TECHSOURCE 



TEL NQ: 409/846-1107 



tt843 P02 



m 



flllflin Chevron Chemical CDmpi exhibit m 
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CoMumr ProiliKO Oivwofl 



September 20, 19 9 i 



Ms. A.C. Uvy 
Director 

Tecnnology Servioee 
TephSource Developnent 
Corporation 

MCKB Building/ suite 221 
111 univereity Drive Beet 
college station, tk 77B40 



Dear Ann: 



Orthane in»ecticido. 

»2S,000 tor th« fir«t ph«M Vill b» to obMln »n 

;r.li Uc!!nolS;;"h.t o.n b. utUi..* by th. =on.u».r. • 

Sincerely, 



Colthaiip 
Product Development 
Coordinator 



cc: M. fiarbett 



American Cyanamid Company 

Chemicals Group 
One Cyanamid Plaza 
Wayne. NJ 07470 
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EXHIBIT N 



March 4, 1991 



Ms. Ann C. Levy, Director 
Technology Services 
Tech Source Development Corporation 
NCNB Building, Suite 221 
111 University Drive East 
College Station, TX 77840 

Re: Organophosphorus Degradation Technology 
Dear Ms. Levy: 

Your letter of Feburary 22nd to Dr. Terenzi has been forwared to me. 
The organophosphorus degradation technology is of interest, particularly 
to our plant in Linden, NJ. 

The Linden plant produces Malathion; wastewaters from this process, 
which contain trace levels of Malathion are treated at a local sewage 
treatment plant. Recent tests on their discharge suggest that the 
aerobic treatment may not be adequately removing the Malathion. Do you 
have specific data on your process relative to detoxification of 
Malathion? How can this be applied to our discharge to the sewage 
authority? What testing can be undertaken to demonstrate the 
applicability of your technology to this issue? 

Over the 75 year history of the Linden, NJ plant, several 
organophosphorus pesticides including: ABATE, COUNTER, THIMET, CYOLANE, 
CYTROLANE and FAMPHUR as well as Malathion were produced. Also, the 
plant produced mono - and di-thlo acid based salts for use as mining 
reagents and lube oil additives. 

It is possible that the on-going soil and groundwater studies may 
identify contamination with one or more of these. Any additional data 
with respect to the application of your technology in treating 
organophosphate contaminated soils or groundwater would therefore be of 
interest as would your recommendation on future studies. 

I look forward to hearing from you. 

Very truly yours, 

R. B* Tabakin 
Manager, Environmental 
Remediation 

RBT/st 
0612W 



cc: J. F. Terenzi 
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WILLETTE L. NORMAN (CSM) 
CONLEY, ROSE & TA YON, P. C. 
P. O. BOX 3267 

HOUSTON, TEXAS 77253-3267 
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IN THE UNITED STATES PATENT & TRAD 



APPLICANT: McDaniel et al. 
SERIAL NO-: 08/252,384 



FOR: 




Recombinant Organophosphorus At:u1 Anhydrase and Methods of Use 



The date stamp of the mail room of the U. S, Patent & Trademark Office hereon will acknowledge 
receipt of Appeal from the Primary Examiner to the Board of Patent Appeals and Interferences 
mailed by prepaid first class U.S. Mail on August 11, 1995. 
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